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N 1950 Duffy and Fitzgerald’ reported 

28 cases of carcinoma of the thyroid 

gland in children under 18 years of age 

and found that 10 of them had received 
irradiation to the thymus in infancy. Hesitant to 
draw conclusions from this finding, they suggested 
that this association might be profitably explored. 
Since then 114 cases of thyroid cancer have been 
reported in children who have had previous x-ray 
therapy in early childhood to the thymus, neck, or 
head areas for benign conditions. Ten cases of car- 
cinoma of the thyroid, in children 17 years old or 
younger, have been observed in the Atlanta, Ga., 
area. Seven of these 10 patients received x-ray ther- 
apy for benign conditions in infancy or in early 
childhood. The purpose of this report is twofold: 
(1) to add these seven cases to the previously re- 
ported instances of thyroid neoplasia in children 
after irradiation and (2) to discuss the relationship 
between x-ray therapy and subsequent carcinoma 
of the thyroid. 


Etiological Considerations 


Carcinoma of the thyroid in children is being 
diagnosed with increasing frequency. This increase 
has been repeatedly stressed by Winship* and 


Carcinoma of the thyroid in children is be- 
ing diagnosed with increasing frequency. 
Several explanations have been offered to 
help explain this. Among these is the formerly 
prevalent use of x-ray therapy for benign 
childhood conditions. If a carcinogenic mech- 
anism is involved we should expect a de- 
crease in the incidence of this neoplasm in 
the future, as the practice of using irradiation 
for benign conditions in children is being 
abandoned. Also, if such a mechanism exists, 
it probably operates most strongly during in- 
fancy. Thyroid cancer after irradiation in 
adults is a rarity. Of 357 children with re- 
ported thyroid carcinomas, approximately 
one-third had received prior radiation ther- 
apy to the pharynx, neck, or chest for non- 
malignant conditions. Further studies are — 
needed before definite conclusions are 
reached, and until that time children should 
be protected from ionizing radiation. in the 
treatment of benign conditions. 


From the Department of Radiology and the Robert Winship Memorial Clinic, Emory University School of Medicine. Dr. Rooney is a Clinical 
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graphically demonstrated by Clark* in a convinc- 
ing manner. Several explanations have been offered. 
First, some of these tumors may have gone unrec- 
ognized and untreated in the past and possibly the 
patients involved have reached adulthood before the 
condition is diagnosed. Perhaps some cases are be- 
ing diagnosed earlier today since patients and phy- 
sicians have been made more aware of the dangers 
of neglecting a persistently enlarged nodule. 

This may explain some of the cases in the older 
children but would not seem to account for the 
over-all growing incidence in recent years. A second 
possibility is that an enlarged thymus in infants is 
in some manner related to the subsequent develop- 
ment of thyroid cancer. This, too, would not seem 
likely, since the so-called enlarged thymus in in- 
fancy is rather common and the occurrence of 
thyroid cancer during childhood is rather uncom- 
mon. No clinical or experimental proof has yet 


TaBLe 1.—Summary of Reported Cases of Thyroid 
Carcinoma in Children After Irradiation 


Yea Cases, 
Author Reported No. 
1949 1 
Warren, S., and others: Cancer 6:11389, 1953.... 1953 1 
Buckwalter, J. A.: J. Clin. Endocrinol. 

15:1487, 1955. Buckwalter, J. A., and Meredith, 

Uhlmann, E. M.: J. A. M. A. 

Majarakis, J. D., and others: J. Clin. Endocrinol. 

Fetterman, G. H.: A. M. A. J. Dis. Child. 

Simpson and Hempelmann? 1957 11 
Cohen, E. A., and Hyman, C.: 

Wilson, H., and Asper, S., quoted by Duffy.® .. 26 17 


been offered to support this possibility. Also, we 
and other workers, such as Clark,’ have seen thy- 
roid cancer after x-ray therapy to the head or neck 
in children with apparently normal thymus glands. 
A third possibility to be considered is that the 
widespread use of x-ray therapy in infancy, during 
the same period when the rate of thyroid cancer 
in children was growing, is in some manner related 
to the subsequent thyroid neoplasia. 

Irradiation to the thymus gland in infancy was 
apparently popularized by Friedlander* in 1907 
for what was termed “status-thymolymphaticus.” 
X-ray therapy for the “enlarged thymus gland” was 
widely accepted and widely practiced from about 
1930 to about 1950 and is still in vogue in some 
areas. Reasons quoted for irradiating the thymus 
include “routine x-ray therapy for enlarged thymic 
shadow,” “referring physician requests x-ray ther- 
apy,” “hiccoughs,” “cough,” “regurgitation after feed- 
ings, and many other frequently encountered 
minor problems in infancy. 
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Radiation to enlarged lymphoid structures in the 
oropharynx, to persistently enlarged cervical lym-° 
phatics, and to the chest for chronic cough were 
also accepted procedures during this same period. 
The diagnosis of thymic enlargement is not en- 
tirely satisfactory, since normal limits of medias- 
tinal measurements in infants are not well estab- 
lished and they vary considerably depending on 
respiratory phase, cardiac phase, and position of 
the patient. Many cases of so-called enlarged 
thymus diagnosed from a chest roentgenogram are 
found to be caused by the film being exposed 
during the expiratory phase. In these cases, the 
“enlarged thymus” will disappear when a good 
inspiratory roentgenogram is taken. Prominent thy- 
mus glands are frequently encountered in asymp- 
tomatic infants. Most radiologists and pediatricians 
now believe that the thymus seldom, if ever, pro- 
duces respiratory embarrassment or any other 
symptoms. 


Rarity of Thyroid Neoplasia After 
Radiation in Adults 


Several authors have looked with interest on the 
association between the widespread use of x-ray 
therapy in early childhood and the increased inci- 
dence of thyroid cancer in childhood during the 
same period. Let us examine this relationship more 
closely. There is a paucity of reports dealing with 
thyroid neoplasia after irradiation in adults. There 
have been no reports of thyroid carcinoma after 
x-ray therapy for laryngeal carcinoma, even though 
the thyroid receives many times the dose used to 
irradiate a child’s thymus. There have been no re- 
ports of thyroid cancer developing in patients 
treated with radioactive iodine. In response to a 
questionnaire sent to 70 radiologists and 31 thyroid 
specialists, Quimby and Werner’ found 10 cases 
of thyroid cancer which followed x-ray therapy 
for hyperthyroidism and stated that in only 3 of 
these did they think that the irradiation might be 
implicated in the production of the thyroid neo- 
plasms. Three hundred twenty-eight patients with 
thyrotoxicosis treated by x-ray therapy were re- 
cently studied by Duffy* 25 years after their ther- 
apy, and no evidence of thyroid cancer was found 
in these patients. 

In contrast to the paucity of reports dealing 
with this problem in adults, 114 cases of thyroid 
cancer have been reported in children who have 
received x-ray therapy in early childhood. These, 
plus our seven cases, are summarized in table 1. 
These statements lend support to the opinion of 
others who feel that, if there is a carcinogenic 
mechanism involved, it probably operates most 
strongly when radiation is given during infancy or 
early childhood. 

The study of Simpson and Hempelmann,’ was 
especially interesting, since they attacked this rela- 
tionship in a different manner than that of most of 
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the other reports. They obtained follow-up infor- 
mation on 1,052 of 1,722 children who received 
thymic radiation during the preceding 27 years and 
also obtained information on 1,933 siblings of these 
children who received no x-ray therapy. Eleven 
children in the treated group developed carcinoma 
of the thyroid, while none of their untreated sib- 
lings developed this neoplasm. The authors state 
that the number of cases of thyroid carcinoma is 
significantly higher in the treated group compared 
with their untreated siblings and with the general 
population. They also stated that the incidence of 
leukemia was significantly increased in the group 
receiving irradiation. The relationship between 
radiation and leukemia is outside the scope of this 
report but is adequately discussed by Lewis.” Win- 
ship® states that there was a history of x-ray ther- 
apy to the thymus during infancy in approximately 
20% of the 334 cases of thyroid cancer during child- 
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Summary of Cases 


Six cases of carcinoma of the thyroid in children 
have been observed at Emory University Hospital 
in the past 20 years. Four additional cases '” were 
located in the records of other Atlanta hospitals. 
These 10 patients represent all the recorded cases 
of carcinoma of the thyroid which were diagnosed 
in children under the age of 17 in the six major 
Atlanta hospitals. Seven of these 10 received irradi- 
ation in early childhood for various benign condi- 
tions. The findings in these 10 patients are sum- 
marized in table 2. 

We have found, as have other authors, that in 
most cases there is no positive or negative state- 
ment on these patients’ records regarding previous 
radiation. In only one of our cases was a definite 
positive or negative statement recorded on other- 
wise extensive hospital records. This information 
must be obtained indirectly to avoid alarming the 


TABLE 2.—Findings in Ten Children with Carcinoma of the Thyroid 


Age, Yr., Age at Time 
and Date of X-ray 
at Time of Histology Therapy, Area 
Case, No. Sex Diagnosis of Tumor ae. Treated 
M 11, 1957 Papillary 1 Thymus 
10, 1954 Papillary Tonsils and 
adenoids 
M 11, 1938 Papillary 6 Neck 
M 6, 1953 Papillary 5 mo. Thymus 
F 16, 1951 Adeno- Chest, 
earcinoma nee 
M 17, 1956 Papillary 7 wk. Thymus 
F 7, 1955 Adeno- 6 mo. Thymus 
earcinoma 
M 10, 1955 Follicular No therapy 
M 17, 1954 Hurthle cell 
M 12, 1953 Undiffer- 
entiated 


carcinoma 


Interval 
Between 
X-ray Therapy 
X-ray and Cancer 
Dose, Diagnosis 
r Yr. Follow-up Period and Remarks 
600 10 Living with lung metastasis, 9 mo. 
Unknown 8 Living with lung metastasis, 4 yr. 
5 x-ray 5 Living with no evidence of disease, 14 yr. 
treatments 
500 5% Living with no evidence of disease, 4 yr. 
320 9 Living and well, 3 yr. 
800 17 Living with no evidence of disease, 1 yr. 
600 6% Living with no evidence of disease, 1 yr. 


Living and well, 3 yr. 
Living and well, 2 yr. 
Living and well, 5 yr. 


* No definite positive or negative statement could be obtained regarding previous irradiation therapy. 


hood that he coliected. When radiation for other 
benign childhood conditions about the chest, neck, 
and head is added, it may raise the figure still 
higher. Clark* reported on 15 children with thy- 
roid carcinoma and found not only that thymic 
irradiation was associated with subsequent thyroid 
cancer but that irradiation for other benign child- 
hood conditions might also be involved. Only 4 
of his 15 patients had received thymic radiation. 
The other 11 children had received irradiation to 
the tonsils, adenoids, cervical lymphatics, or chest 
for various benign conditions. Berard and asso- 
ciates °* reported three instances of thyroid cancer 
after radiation at 4, 6, and 8 years of age for 
benign laryngeal papillomata. The long intervals of 
22, 29, and 11 years, respectively, between x-ray 
therapy and the diagnosis of thyroid cancer suggest 
that longer follow-up studies on present series 
might yield additional cases. These cases are not 
included in table 1, since all were too old for this 
report when the diagnosis was established. 


patient’s parents. This indirect method, although 
quite time-consuming, enabled us to obtain a defi- 
nite statement regarding previous x-ray therapy 
in 8 of 10 patients. In the other two patients no 
positive or negative statement could be obtained 
concerning previous radiotherapy, and, although 
we consider these patients as having received no 
previous irradiation, either or both of these could 
have had such treatment previously. If other au- 
thors encountered this same problem, it is quite 
possible that the percentage of children with thy- 
roid neoplasm who received previous irradiation 
is higher than indicated in the literature. For ex- 
ample, no definite positive or negative statement 
was made regarding previous x-ray therapy in 12 
recently reported cases"' of thyroid carcinoma 
during childhood. 

Data on technical factors is well presented by 
Simpson and Hempelmann.” All but two of their 
patients who later developed thyroid carcinoma 
were treated with ports measuring 6 by 8 cm. or 
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larger. The two exceptions in which slightly smaller 
portals were used were newborn infants. Dosages 
ranged from 240 to 1,400 r on the skin, adminis- 
tered in one to five treatments. All of these patients 
had a tissue dose to the thyroid calculated at 180 r 
or more. Clark's” patients received from 200 to 
725 r in air delivered through portals measuring 
from 3 by 3 to 10 by 15 cm. in one to six treatments. 
Our patients received from 320 r to 800 r in two 
to five treatments. 


Summary and Conclusions 


Ten cases of carcinoma of the thyroid in children 
17 years of age or younger have been added to the 
recorded cases, bringing the total to at least 357. 
These 10 children represent all of the cases in this 
age group recorded in the six major hospitals of 
Atlanta, Ga. Seven of these 10 patients received 
previous x-ray therapy in infancy or in early child- 
hood for benign conditions. These seven cases have 
been added to the reported thyroid cancers in chil- 
dren after irradiation, bringing the total to 121 cases. 

Approximately one-third of all children with 
thyroid cancer received previous radiation therapy 
to the head, neck, or thorax. The diagnosis of car- 
cinoma of the thyroid in children is increasing. This 
correlates, among other things, with the formerly 
prevalent use of x-ray therapy for benign condi- 
tions in early childhood. This correlation suggests 
that irradiation to the head, neck, or chest in in- 
fancy or in early childhood may be a causative 
factor in the development of thyroid cancer later 
in childhood. If it is valid, we should expect, in 
future years, a decrease in the incidence of this 
neoplasm in children as the practice of irradiating 
benign childhood conditions decreases or ceases. 

Small quantities of radiation in infants or young 
children may be followed by thyroid cancer, but 
even large doses to the thyroid area in older per- 
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sons are apparently not followed by an increased 
incidence of this neoplasm and its use in adults 
when indicated should not have to be restricted. 
Further studies are needed before definite con- 
clusions can be reached. Until that time, young 
children should be protected from all ionizing 
radiation with few or no exceptions in the treatment 
of nonmalignant conditions. 


References 


1. Duffy, B. J., Jr., and Fitzgerald, P. J.: Thyroid Cancer 
in Childhood and Adolescence: Report of 29 Cases, J. Clin. 
Endocrinol. 1031296-1308 (Oct.) 1950. 

2. Winship, T.: Symposium on Thyroid Tumors: Carci- 
noma of Thyroid in Children, Tr. Am. Goiter A. (1951), 
pp. 364-389, 1952. 

3. Clark, D. E.: Association of Irradiation with Cancer of 
Thyroid in Children and Adolescents, J. A. M. A. 14931007- 
1009 (Nov. 5) 1955. 

4. Friedlander, A.: Status Lymphaticus and Enlargement 
of Thymus: With Report of Case Successfully Treated by 
X-ray, Arch. Pediat. 242490-501 (June) 1907. 

5. Quimby, E. H., and Werner, S. C.: Late Radiation 
Effects in Roentgen Therapy for Hyperthyroidism: Their 
Possible Bearing on Use of Radioactive lodine, J. A. M. A. 
§.40:1046-1047 (July 23) 1949. 

6. Duffy, B. J., Jr.: Can Radiation Cause Thyroid Cancer? 
J. Clin. Endocrinol. 173:1383-1388 (Nov.) 1957. 

7. Simpson, C. L., and Hempelmann, L. H.: Association 
of Tumors and Roentgen-Ray Treatment of Thorax in In- 
fancy, Cancer 10242-56 (Jan.-Feb.) 1957. 

8. Lewis, E. B.: Leukemia and Ionizing Radiation, Sci- 
ence 1243:865-972 (May 17) 1957. 

9. Winship, T.: Carcinoma of Thyroid in Childhood, 
Pediatrics 18:459-466 (Sept.) 1956. 

9A. Berard, F.; Andre, P.; and Pinel, J.: Third Observa- 
tion of Cancer of Body of Thyroid After Radiotherapy for 
Laryngeal Papilloma, Ann, oto-laryng. 743:829-831 (Oct.- 
Nov.) 1957. 

10. Skandalakis, J. E.; Rand, E. O.; and Poer, D. H.: 
Malignant Tumors of Thyroid Gland, J. M. A. Georgia 
47:165-171 (April) 1958. 


11. Buxton, R. W.: Thyroid Disease in Childhood, South. 
M. J. 5021175-1182 (Sept.) 1957. 


been determined on 40 healthy adults and 32 patients with various types and 


Shee MAGNESIUM IN RENAL DISEASES.—Serum magnesium values have 


stages of renal disease. Serum magnesium in the normal group was 1.48 + 


0.17 mEq. per liter. Serum magnesium in the patients with renal disease was found 
to depend on the stage but not type of disease. The patients without azotemia oc- 
casionally had extremely low values, and one developed symptoms of magnesium 
deficiency. Azotemic patients, on the other hand, had elevated serum magnesium 
values. Patients with symptomatic uremia showed extremely high values. Serum 
magncsium correlated positively with blood nonprotein nitrogen and serum potas- 
sium. A significant negative correlation between total magnesium and calcium was 
observed, but the correlation became insignificant when the ionized portions of these 
cations were compared. Electrocardiograms revealed conduction defects in several 
patients with hypermagnesemia, but in only one case was this known to be the only 
electrolyte abnormality. Hypermagnesemia may contribute to the somnolence and 
eventual coma of uremia. Magnesium administration is contraindicated in marked 
azotemia.—W, O. Smith, M.D., and J. F. Hammersten, M.D., Serum Magnesium in 
Renal Diseases, A. M. A. Archives of Internal Medicine, July, 1958. 
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PROMETHAZINE HYDROCHLORIDE IN SURGERY AND OBSTETRICS 


Milton H. Adelman, M.D., Elliott Jacobson, M.D., Philip A. Lief, M.D. 


an 
Seymour A. Miller 


The phenothiazine derivatives possess pharma- 
cological actions which are of considerable interest 
to the anesthesiologist. Phenothiazine drugs have a 
potent sedative action,' a marked antiemetic effect,* 
and an apparent synergism with narcotics, bar- 
biturates, and anesthetic agents.” 

Promethazine hydrochloride [10-(2-dimethy]l- 
aminopropyl) phenothiazine hydrochloride] was 
studied by us in approximately 5,000 surgical and 
obstetric patients. This study was undertaken to 
evaluate promethazine as a premedicant drug, as an 
antiemetic agent, and as a sedative during spinal 
anesthesia. 


Promethazine in Surgery 


Promethazine was used in 4,300 surgical patients; 
the age distribution of these patients was 3 to 75 
years. The operations performed included head and 
neck (225), tonsillectomy and adenoidectomy 
(567), plastic surgery (197), orthopedic (187), 
thoracic (85), cardiac and great vessel (55), pe- 
ripheral vascular (450), abdominal (1,175), gyne- 
cologic (653), genitourinary (619), and rectal 
(87). Premedication was done in 2,800 cases with 
use of promethazine, meperidine hydrochloride, 
and scopolamine. In the 1,500 cases in which pre- 
medication was not done, promethazine was used 
as an adjuvant to spinal anesthesia. 

The anesthetic method employed included local, 
spinal, and general anesthesia. The dosage sched- 
ules used in this study were as follows: For pre- 
anesthetic medication, the patient was given 
promethazine, 50 mg. intramuscularly at bedtime 
and 50-75 mg. intramuscularly 90 minutes preopera- 
tively, meperidine, 50-75 mg. intramuscularly 60 
minutes preoperatively, and scopolamine, 0.4 mg. 
intramuscularly 60 minutes preoperatively. For 
sedation and control of emesis during spinal anes- 
thesia, the patient was given 25 mg. of prometha- 
zine intravenously. In pediatric cases, 0.5 mg. of 
promethazine per pound of body weight was given 
intramuscularly 90 minutes preoperatively and 0.5 
mg. of meperidine per pound of body weight in- 
tramuscularly 45 minutes preoperatively, with 
appropriate doses of scopolamine. 

Preanesthetic Medication.—Promethazine in com- 
bination with scopolamine and reduced doses of 
meperidine produced excellent sedation in the vast 
majority of patients (2,548 or 91%); the small group 
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Read before the Section on Anesthesiology at the 107th Annual Meet- 
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Phenothiazine drugs have a potent seda- 
tive action, a marked antiemetic effect, and 
an apparent synergism with narcotics, barbi- 
turates, and anesthetic agents. Preanesthetic 
medication with promethazine, scopolamine, 
and reduced doses of meperidine afforded 
optimal sedation without significant respira- 
tory and circulatory depressions. Prometha- 
zine practically eliminated nausea and emesis 
in both the preoperative and operative peri- 
ods, while the incidence of postoperative 
nausea and emesis after general anesthesia 
was reduced markedly. Induction and main- 
tenance of general anesthesia was facilitated 
by promethazine, which appeared to reduce 
requirements of general anesthetic agents. 
Mild to moderate hypertension occurred in a 
few patients after the intravenous administra- 
tion of promethazine; these rises in blood 
pressure were transient, without effect on the 
infant, and could not be explained. A number 
of patients presented bizarre athetoid-type 
movements and localized muscle twitchings 
after receiving promethazine; the muscular 
phenomena were easily controlled with small 
doses of intravenously given meperidine. In 
view of the proved epileptogenic properties 
of phenothiazine drugs, promethazine should 
not be given to patients with a history or evi- 
dence of preeclampsia, epilepsy, convulsions, 
intracranial trauma, and severe hypertension. 


of unsatisfactory results (52 or 9%) occurred in 
early clinical trials with inadequate promethazine 
dosage. The characteristic preoperative picture 
was one of light sleep from which arousal was 
easy. Patient orientation and cooperation were 
excellent. The absence of respiratory and circula- 
tory depression (hypotension ) was noteworthy. We 
were impressed with the smooth induction of in- 
halation anesthesia; it was our definite opinion that 
drug requirements for maintenance of anesthesia 
were diminished. It was noted that the average 
patient's stay in the recovery room was somewhat 
prolonged; this slight delay in recovery, undoubt- 
edly due to the promethazine, was characterized by 
a very light sleep, unaccompanied by circulatory 
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and/or respiratory depression. We could elicit no 
unequivocal evidence that these patients were 
“protected” against stress or surgical trauma. 
Sedation During Spinal Anesthesia.—Intravenous- 
ly given promethazine (25 mg.) proved to be an ex- 
cellent adjuvant for the sedation, without significant 
circulatory and/or respiratory depression, of patients 
under spinal anesthesia. Results were satisfactory 
in 1,455 cases (97%) and unsatisfactory in only 45 
(3%). A single intravenous dose afforded depend- 
able and predictable sedation for one and one-half 
to two hours. The peak of the sedative action ap- 
peared in 10 to 20 minutes after administration. The 
sedative effect varied from simple quiescence to 
light sleep from which arousal was easy. Pain or 
discomfort due to position or surgical manipulation 
were readily controlled with combined intravenous- 
ly given doses of meperidine (10 mg.) and pro- 
methazine (10 mg.). Quite remarkable was the 
absence of hypotension and tachycardia; a solitary 
case of hypotension after the intravenous admin- 
istration of promethazine occurred in an elderly 
patient with a history of autonomic imbalance. 
Antiemetic Action.—Promethazine proved to be 
an excellent antiemetic. Its greater value appeared 
in the prophylaxis of narcotic-induced nausea and 
emesis, results were satisfactory in 98% of the cases, 
and in the active therapy of nausea and vomiting 
during spinal anesthesia, where results were satis- 
factory in 96%. A single dose of intravenously given 
promethazine (25 mg.) gave effective antiemetic 
action for one to two hours during and after spinal 
anesthesia. It was noteworthy that, where hypo- 
tension during spinal anesthesia was the cause of 
emesis, promethazine was no less valuable and did 
not aggravate the hypotension. Only slightly less 
effective was the antiemetic action of promethazine 
in the prophylaxis and treatment of postoperative 
nausea and vomiting (91% satisfactory results ). 
Side-effects.—-A number of side-effects appeared 
in less than 1% of the surgical patients. These were 
moderate hypertension, localized muscle twitch- 
ings, and restlessness; all appeared after the intra- 
venous administration of promethazine during 
spinal anesthesia. The latter two side-effects were 
readily controlled with small doses of intravenously 
given meperidine. The cause of the rare hyperten- 
sion seen after promethazine was given is obscure. 


Promethazine in Obstetrics 


There has been a long search for a method of 
providing satisfactory obstetric analgesia and 
amnesia without maternal or fetal depression. To 
date, no ideal agent or combination of agents has 
been found. 

Our experiences with promethazine in surgical 
patients suggested its application in the antepartum 
and intrapartum regimen. An unselected group of 
700 obstetric patients received promethazine either 
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alone or in combination with meperidine and 
scopolamine. Promethazine alone (25-50 mg. intra- 
muscularly ) was given to a group of patients in the 
antepartum period; no significant analgesia was 
observed. In 600 cases various combinations of 
promethazine, meperidine, and scopolamine were 
studied in the antepartum period. The optimal 
initial dosages appeared to be _ promethazine, 
50 mg., meperidine, 75 mg., and scopolamine, 0.4 
mg. (given intramuscularly or intravenously) or 
promethazine, 25-50 mg., meperidine, 100 mg., and 
scopolamine, 0.4 mg. Initial medication was given 
with the establishment of active labor or when the 
patient requested medication for pain relief. 

The premedicant effect of these combinations was 
quite constant and predictable within 15 to 30 
minutes after administration. The patients were 
well sedated and slept quietly. As intense contrac- 
tions became forceful, they awakened quietly and 
returned to sleep with cessation of labor pains. 
They could be aroused easily and were cooperative. 
A single initial dose was necessary in 76% of the 
patients; the remaining 24% required supplemen- 
tary sedation within two to four hours. 

In the over-all group of 600 obstetric cases, pre- 
medication was considered satisfactory in 82% of 
the patients, as evidenced by a quiet, restful sleep 
and effective analgesia and amnesia. The incidence 
of nausea and emesis in all stages of labor was 
3.6%. Hypotension and tachycardia were notably 
absent. 

The promethazine regimen had no untoward 
effects on the infants, who showed good muscle 
tone and cried immediately on delivery or within 
60 seconds thereafter. There were six stillbirths, all 
of which were known at the time of onset of labor. 
Three infants, subjected to prolonged and difficult 
delivery, required resuscitation; they responded 
rapidly to routine measures. 

A control group of 330 unselected obstetric pa- 
tients was studied. These patients were given 
premedication with secobarbital or pentobarbital 
(100-200 mg. rectally) and meperidine (100 mg. ) 
with scopolamine (0.4 mg.) given intravenously or 
intramuscularly; supplementary doses of meperidine 
and scopolamine were administered as needed. 
Satisfactory analgesia and amnesia was achieved in 
only 60% of these patients. The incidence of nausea 
and vomiting was 27%. Fetal resuscitation was 
necessary in 25 (7.5%) as compared to only three 
cases in the promethazine group. This striking re- 
duction in the incidence of fetal depression could 
not be related to any significant differences in 
meperidine dosages; it appeared to be related to 
the replacement of the barbiturates by prometha- 
zine in the antepartum regimen. In recently pub- 
lished studies,* we reported our failure to detect 
promethazine in fetal cord blood in spite of high 
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maternal blood levels of promethazine. If prometh- 
azine does cross the placental barrier, it does so 
with difficulty and slowly, in contrast to the bar- 
biturates. 

Where general anesthesia was used for delivery, 
promethazine appeared to reduce significantly the 
anesthetic drug requirements. In the majority of 
cases, nitrous oxide was adequate, with or without 
pudendal block. Anesthetic induction and emer- 
gence were quiet and strikingly free of retching, 
nausea, and emesis. 

In a group of 100 patients, not given premedica- 
tion with promethazine, 25-50 mg. of promethazine 
was given intravenously to control nausea and 
emesis during spinal analgesia for cesarean section 
and vaginal delivery. All patients were relieved of 
nausea or emesis within three to five minutes. Hy- 
potension and tachycardia were not observed. All 
infants cried immediately after delivery and showed 
no evidence of respiratory depression. 

A variety of side-effects related to promethazine 
was seen. Mild to moderate hypertension occurred 
in a few patients after the intravenous administra- 
tion of promethazine; these rises in blood pressure 
were transient, without effect on the infant, and 
could not be explained. A number of patients 
presented bizarre athetoid-type movements and 
localized muscle twitchings after receiving prometh- 
azine; the muscular phenomena were easily con- 
trolled with small doses of intravenously given 
meperidine. In three patients, generalized con- 
vulsions appeared in the antepartum period; one 
had a previous history of pre-eclampsia, while an- 
other was a known epileptic. The third patient had 
no history of earlier convulsions. The causal re- 
lationship of promethazine to these convulsions was 
uncertain. However, in view of the proved epilep- 
togenic properties of phenothiazine drugs,” we now 
elect to avoid giving promethazine to patients with 
a history or evidence of preeclampsia, epilepsy, 
convulsions, intracranial trauma, and severe hyper- 
tension. 


Summary 


Promethazine, a phenothiazine derivative, was 
studied in 4,300 surgical and 700 obstetric patients. 
Clinical data and impressions were recorded on 
the effects and value of promethazine as an ad- 
juvant in preanesthetic medication, as a sedative 
during regional anesthesia, and as an antiemetic 
agent. 

In the surgical patients, the clinical data support 
the following conclusions: Preanesthetic medica- 
tion with promethazine, scopolamine, and reduced 
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doses of meperidine afforded optimal sedation 
without significant respiratory and circulatory 
depressions. Promethazine practically eliminated 
nausea and emesis in both the preoperative and 
operative periods, while the incidence of post- 
operative nausea and emesis after general anes- 
thesia was reduced markedly. Induction and 
maintenance of general anesthesia was facilitated 
by promethazine, which appeared to reduce re- 
quirements of general anesthetic agents. Prometha- 
zine proved to be a valuable adjuvant in regional 
anesthesia for effective sedation without respiratory 
depression, tachycardia, or hypotension. 

In the obstetric patients, the use of promethazine 
in the antepartum period effected excellent amnesia 
and analgesia, minimized nausea and emesis, pro- 
duced no material depression (respiratory or cir- 
culatory ), and decreased slightly the total narcotic 
requirements. The intrapartum and_ postpartum 
periods in these patients were characterized by a 
sharp decrease in nausea and vomiting during in- 
duction of and emergence from general anesthesia, 
smoother induction and lessened general anesthetic 
requirements, absence of maternal and fetal de- 
pression, and quieter emergence from general 
anesthesia. 

Side-reactions to promethazine appeared rarely. 
These included restlessness, localized muscular 
twitchings, and moderate hypertension. 


1172 Park Ave. (28) (Dr. Adelman). 


The promethazine hydrochloride used in this study was 
supplied as Phenergan hydrochloride by the Wyeth Labora- 
tories, Philadelphia. 
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One of the serious disadvantages of hypothermia 
for surgical procedures is the development of ven- 
tricular fibrillation with degrees of hypothermia be- 
low 27 C (80.6 F). Investigators in this field have 
suggested that many factors are important in the 
onset of this arrhythmia.’ Covino and co-workers * 
observed that the anesthetic agent used influenced 
the incidence of spontaneous ventricular fibrillation. 
Pentobarbital was found to result in a higher inci- 
dence of fibrillation than did thiopental or ether. 
Anlyan and associates * investigated the effect of 
mechanical stimulation, in the form of ventricu- 
lotomy, on the incidence of this arrhythmia. In this 
study, the frequency of ventricular fibrillation did 
not vary significantly with the three agents em- 
ployed: ether, thiopental, and pentobarbital. Many 
adjunctive agents, including neostigmine (Prostig- 
min),* 2-(diethylamino-ethoxy) biphenyl (Da- 
corene ),” and trimethaphan (Arfonad) comphor- 
sulfonate,’ have been used to suppress the onset of 
fibrillation during hypothermia with varying de- 
grees of success. The establishment of an anesthetic 
technique which would prevent fibrillation in de- 
grees of hypothermia below 27 C would extend the 
usefulness of this technique. 

The successful use of lidocaine for defibrillation 
in both normothermic and hypothermic dogs * led to 
the study of the effect of this agent on the incidence 
of ventricular fibrillation induced by mechanical 
stimulation. Since cardiac massage is frequently 
required in these procedures, it was selected as the 
standard mechanical stimulus. The interrelationship 
of pH and pCO, with anesthetic management and 
the importance of these physiological variables in 
the onset of fibrillation during hypothermia ' led to 
the inclusion of these factors in this investigation. 


Methods 


Mongrel dogs weighing between 5 and 14 kg. 
(11 and 31 lb.) were anesthetized with the selected 
agent, and endotracheal intubation was accom- 
plished. Cyclopropane and diethyl ether anesthesia 
was maintained at a light level, as judged by the 
electroencephalogram. The amount of anesthetic 
agent was limited to that which would just prevent 
shivering and reaction to the endotracheal tube. Ni- 
trous oxide was administered in a concentration of 
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Factors affecting the incidence of ventricu- 
lar fibriliation and asystole in hypothermia 
were studied in dogs. Four types of anesthesia 
were used and the responses of the heart to 
mechanical stimulation, hypercapnia, and hy- 
poxia were observed. Temperature was found 
to be the most important factor, for fibrillation 
did not occur in 40 experiments at 27 C but 
was frequent in 50 experiments at 20 C. At 
the lower temperatures fibrillation was most 
often seen during cyclopropane-induced 
anesthesia and least often during anesthesia 
induced by thiopental-nitrous oxide supple- 
mented with lidocaine. When the lidocaine 
was goven simultaneously with pentothal, 
subsequent induction of hypothermia to 20 C 
in 10 dogs resulted in spontaneous fibrillation 
in 4 and asystole in 1; in another series of 10 
dogs, when lidocaine was given after hypo- 
thermia to 20 C had been induced, sponta- 
neous fibrillation occurred in only 1, while 
asystole occurred in 4. No criteria were found 
that would distinguish hearts liable to fibrilla- 
tion from hearts liable to asystole. Although 
the incidence of fibrillation was reduced with 
the use of lidocaine, there was an increase 
in heart block and asystole. 


50% with an equal part of oxygen. Thiopental was 
administered intravenously for induction in a dose of 
20 mg. per kilogram of body weight and for mainte- 
nance in doses of 2.5 mg. per kilogram. Lidocaine 
was administered in one series in combination with 
thiopental (equal doses) and in others as a supple- 
ment in doses of 10 to 20 mg. per kilogram of body 
weight at 27 C after hypothermia had been in- 
duced. The femoral artery was cannulated and di- 
rect blood pressure tracings, together with electro- 
cardiographic (lead 2) and electroencephalographic 
tracings, were monitored continuously during the 
experiment with use of a multichannel recorder. 
Hypothermia was produced by immersion of the 
dog in an ice-water bath until the body temperature 
had dropped to within 2 C of the desired temper- 
ature, 27, 23, or 20 C (80.6, 73.4, or 68 F). Temper- 
atures were taken from either the rectum or esopha- 
gus with a telethermometer (Yellow Springs). 
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A respirator and a to-and-fro absorption system 
were used throughout all experiments, and adequate 
ventilation was carefully maintained. After removal 
of the animal from the ice bath, the heart was ex- 
posed by means of thoracotomy and an incision of 
the pericardium. After stabilization at the desired 
temperature with the addition of 100% oxygen to 
the anesthetic atmosphere, arterial blood samples 
were taken and analyzed for oxygen, carbon diox- 
ide, and pH. The heart was then subjected to a 
standardized pattern of mechanical stimulation con- 
sisting of 10 strokes with a blunt probe followed by 
two 30-second periods of vigorous cardiac massage 
at one-minute intervals. If failure or fibrillation en- 
sued, resuscitation was instituted; otherwise, the 
dogs were ventilated for 30 minutes with addition 
of 10% carbon dioxide to the anesthetic atmosphere, 
the canister being removed. Blood samples were 
again drawn for analysis and the mechanical stim- 
ulation repeated. All surviving animals were venti- 
lated for an additional 30-minute period with an 
anesthetic atmosphere containing 15% oxygen, the 
absorption canister again in place. At the end of this 


TABLE 1.—Results of Experiment at 27 C (80.6 F), Plus or 
Minus One Degree, with No Ventricular Fibrillation 
Occurring 


Hypereapnia 


Control (10% Carbon Hypoxia 

(100% Oxyren) Dioxide) (15% Oxygen) 
Oxy- Oxy- Oxy- 

gen, gen, gen, 

Dogs, Vol. Vol. Vol. 

Agent No. pH pCOe % pH pCOer % pH pCOs % 
Cyclopropane 10 7.56 21.7 19.56 7.15 73.5 19.7 7.51 21.2 138.1 
Diethyl ether 10 7.45 18.8 22.1 7.04 65.8 21.5 7.35 20.4 19.4 


Thiopental and 

nitrous oxide 10 7.50 28.7 21.8 7.22 54.2 229.7 7.35 25.5 15.9 
Thiopental, 

lidocaine, and 

nitrous oxide 10 7.57 21.7 28.2 7.19 70.5 24.1 7.55 32.2 19.4 


period blood samples were drawn and _ stimulus 
applied as before. Except for a small number of 
animals subjected to special studies, resuscitation 
was limited to the reestablishment of a regular 
beat and a blood pressure consistent with the tem- 
perature of the experiment. 


Results 


The onset of ventricular fibrillation did not cccur 
in any of the experiments at 27 C, as shown in 
table 1. The blood values taken after the control 
period indicate adequate oxygenation and mild 
hyperventilation. The addition of 10% carbon di- 
oxide is reflected in the low pH and high pCO, 
values. In a similar manner, the ventilation with 
15% oxygen is reflected in the results of the blood 
analysis. After cardiac massage there were many 
periods of markedly abnormal electrocardiograms 
and periods of depressed cardiovascular function. 
Improvement in these conditions occurred with the 
removal of the stimuli and ventilation with oxygen. 

The second series of experiments at 20 C resulted 
in the frequent occurrence of ventricular fibrilla- 
tion, as indicated in table 2. In addition to the four 
anesthetization techniques used in the first study, 
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lidocaine was given as a supplement after hypo- 
thermia had been established. The average temper- 
ature listed in the table is higher than 20 C, due to 
the onset of ventricular fibrillation before the lower 
temperature was reached. Differences between the 


TABLE 2.—Results of Experiment at 20 C (68 F), with 
Ventricular Fibrillation and Cardiac Failure 


Tem- Ventriec- 


per ular 
ture,  Fibril- 
lation 


Cen-Spon- Me- Fail- gen, 
Dogs, ti- tane-chan-ures, Vol. 


Agent No. grade ous ieal No. % pH pCOs 
10 23 2 0 22.0 7.55 17.0 
10 21 4 2 160 7.49 12.4 
Thiopental and 

10 21 3 2 0 19.07 7.64 19.7 
Thiopental, lidocaine, 
and nitrous oxide ...... 10 1 4 1 1 20.5 7.64 17.9 


Lidoeaine supplement to 
thiopental and 
ORIG 10 20 1 0 4 18.3 7.68 14.9 


anesthetic agents are indicated by the spontaneous 
incidence, as well as the over-all incidence, of ven- 
tricular fibrillation. The difference in the total fibril- 
lations with cyclopropane as compared to the other 
agents is significant at the 5% level. Increased tend- 
ency for ventricular fibrillation with cyclopropane is 
also suggested by the high proportion of this ar- 
rhythmia, which was initiated spontaneously. An- 
other difference noted in these results is the low 
incidence of fibrillation when lidocaine was used to 
supplement the thiopental and nitrous oxide. How- 
ever, it is also apparent that there was a sizable 
increase in the number of dogs showing heart fail- 
ure. 

Data for the final series of experiments, carried 
out at 23 C (plus or minus one degree), are listed 
in table 3. Ventricular fibrillation was prevented in 
all dogs except one. The hypercapnia and hypoxia 
portions of the study resulted in two additional 
failures in each series with a complex pattern of 
block and failure. The complexity of cardiac rhythm 
resulting from the combination of hypothermia, 
cardiac massage, and 10 mg. per kilogram of body 
weight of lidocaine as a supplement to thiopental-— 
nitrous oxide anesthesia is illustrated in figure 1. In 
the second and third tracings of the electrocardio- 


Tas_e 3.—Influence of Lidocaine on Ventricular Fibrillation 
During Hypothermia at 22 to 23 C (71.6 to 73.4 F) 


Tem- 
Ventric- perature, 
ular Fail- Degrees Oxy- 
Dogs, Fibril- ures,  Centi- gen, 
Aye Group No. lation No. grade pH pCOez Vol. % 
Paar 10 1 1 22.7 7.5 15 22 
10 0 22.6 7.4 25 19 


*Vary'ng degrees of heart block in four dogs reverted in one to 
three minutes with additional massage. 


gram, the postmassage pattern at 23 C might be 
diagnosed as ventricular fibrillation if one did not 
have the simultaneous indication of a coordinated 
heartbeat in the lower tracing. Inspection and pal- 
pation of the heart also indicated that this was not 
fibrillation. In many instances levarterenol bitar- 
trate was given to augment the cardiac contraction 
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and blood pressure level. A different effect on cardi- 
ac conduction is revealed in figure 2. This tracing 
was taken on a pup who received 10 mg. per kilo- 
gram of body weight of lidocaine at 27 C during 
thiopental and nitrous oxide anesthesia. The 3:1 


op 
198 
| 
Fig. 1.—Electrocardiographic, electroencephal hic, and 


blood pressure tracings in dog with hometharaie at 23 C 
(73.4 F) after cardiac massage: A, control at 23 C; B, 45 
seconds after massage; C, 50 seconds after massage; D, 65 
seconds after massage. 


heart block which resulted in this experiment after 
massage disappeared during the next five minutes. 
Varying degrees and types of heart block were ob- 
served, including a number of examples of com- 
plete block, all of which reverted within a matter 
of minutes with supportive massage; levarterenol 
was given if cardiovascular depression was severe. 


Comment 


The full advantage of hypothermia can only be 
realized if a means is found to control ventricular 
fibrillation and asystole. One of the factors influenc- 
ing the onset of these arrhythmias is the choice of 
anesthetic agent. In this study, mechanical stimu- 
lation was added in the form of cardiac massage, 
since stimulation is an important factor in the onset 
of this process. It was also noted in preliminary 
studies that cardiac arrest in hypothermia frequent- 
ly converted to fibrillation when massage was used 
in resuscitation. In the study at 27 C it was re- 
markable that no ventricular fibrillation occurred 
with any anesthetic agent despite the addition of 
periods of hypercapnia and hypoxia. 

Discrepancy between these results and_ those 
reported previously * may be due to differences in 
experimental animals or type of stimulation. The 
employment of a greater degree of hypothermia, 
20 C, indicates that there are differences in anes- 
thetic agents in regard to the incidence of fibrilla- 
tion. It is not apparent whether this finding with 
cyclopropane is related to its previously recognized 
properties as a factor in arrhythmias, namely, the 
production of ventricular fibrillation in the presence 
of epinephrine. 

Lidocaine given as a supplement to thiopental— 
nitrous oxide anesthesia was effective in suppres- 
sing fibrillation, but the added depression resulted 
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in a marked increase in the number of hearts which 
failed at this temperature. The dosage range of 
lidocaine which will prevent fibrillation and yet not 
produce arrest is very narrow. 

No means were found which would indicate those 
hearts that might need protection from fibrillation 
or those that would be easily depressed. The prob- 
lem of depression of the cardiovascular system led 
to the employment of slightly higher temperatures— 
22-23 C. As already noted, in two series of 10 dogs 
there was only one instance of fibrillation and one 
of failure. It is interesting to note that these both 
occurred in the adult series; however, the small 
number involved would not lend itself to drawing 
any conclusion. One of the problems encountered 
in this study was the diagnosis of ventricular fibrilla- 
tion. 

In the second tracing of figure 1 apparent fibrilla- 
tion was the result of the cardiac massage. Within 
15 seconds and with little change in the electro- 
cardiogram, evidence of heartbeat appeared on the 
blood pressure tracing. Palpation and observation of 
these hearts revealed slow waves of contraction 
which increased in strength with time until effective 
heart beat could be demonstrated. It is likely that 
this represented some form of intraventricular block 
as the result of the hypothermia, massage, and drugs 
administered. A more recognizable pattern was also 
frequently seen, as illustrated in figure 2. Varving 
degrees of block up to complete heart block with 
ventricular asystole were observed in five of the 
voung dogs for short periods of time. These usually 
reversed themselves with the passage of time, sup- 
portive massage, and small doses of levarterenol 
when the cardiovascular svstem seemed depressed. 
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Fig. 2.—Heart block in dog with hypothermia at 23 C 
(73.4 F) receiving lidocaine after massage: A, 10:25, open 
thorax; B, after massage. 


Lidocaine has been used successfully by Hitchcock 
and Keown“ in suppressing arrhythmias during 


cardiovascular operations in both dogs and man. 
Although its depressant effect must be taken into 
consideration, it may prove useful in suppressing 
serious ventricular arrhythmias during hypothermia 
and extend the usefulness of this technique. 


\ 
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Summary 


The effect of four anesthetic agents or combina- 
tions on the incidence of ventricular fibrillation in 
dogs during hypothermia was investigated. Ar- 
rhymias were initiated with the application of me- 
chanical stimulation in the form of cardiac massage. 
At 27 C (80.6 F), there was no instance of fibrilla- 
tion despite periods of hypercapnia and hypoxia. 
At lower temperatures cyclopropane anesthesia re- 
sulted in the highest proportion of this serious ar- 
rhythmia. Thiopental-nitrous oxide anesthesia sup- 
plemented with lidocaine markedly reduced the in- 
cidence of this arrhythmia; however, cardiac failure 
was a frequent occurrence. At a temperature of 22 
to 23 C (71.6 to 73.4 F), failure was markedly re- 
duced when lidocaine was used as a supplement. 
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HOLISTIC APPROACH TO CLINICAL PROBLEMS 
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OF HYPERSENSITIVITY 


John M. Painter, M.D., Kent, Ohio 


In the treatment of hypersensitivity it is impor- 
tant to recognize that (1) many therapeutic efforts 
directed along single approaches have fallen short 
of the desired goal and (2) such approaches have 
produced results disappointing to the physician 
and the patient. With agreement that epinephrine 
(Adrenalin), aminophylline, antihistamines, anti- 
biotics, and corticosteroids are useful and potent 
drugs and that psychotherapy is a useful modality, 
it remains that reliance on any one of these alone 
to solve problems in hypersensitivity leads to fail- 
ure. This misplaced reliance confuses the phy- 
sician’s and patient’s understanding of the problem. 

In fact, the use of hyposensitization alone without 
proper identification, evaluation, and consideration 
of etiological factors, be they physical, chemical, 
immunological or psychic, is confusing, disappoint- 
ing, and inadequate. All of these unfortunate ad- 
jectives apply too often in practice. 

The solution of clinical problems in allergy is 
dependent on (1) a recognition of the fact that an 
altered immunological response is present and (2) 
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The solution of clinical problems in allergy 
is dependent on (1) a recognition of the fact 
that an altered immunological response is 
present and (2) the employment of all possible 
means to avoid or modify the reaction. Con- 
sideration of six principles is necessary in the 
management of allergic patients: 1. Allergic 
persons are inherently capable of abnormal 
immunological reactions to normal environ- 
ment factors. 2. They become sensitive to the 
agents exposed to in the greatest quantity 
and for the longest time. 3. Symptoms are 
usually the cumulative response to several 
sensitivities. 4. They usually involve the skin 
first, then eyes, nose, throat, trachea, bron- 
chial tree, and alveoli, in that order. 5. Re- 
peated attacks lower the critical sensitivity 
level of response so that subsequent expo- 
sures result in more severe symptoms. 6. 
Symptoms are modified by age, endocrine 
changes, climatic factors, and emotional 
stress. 
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the employment of all possible means to avoid or 
modify the reaction. The multiplicity of symptoms 
seen in many cases may confuse the physician and 
distract him from an awareness of the mechanisms 
involved. Often he resorts to futile symptomatic 
treatment without making an adequate attack on 
the etiology of the condition. 

Six concepts which are fundamental to a sound 
program for the management of allergic conditions 
are listed below. The application of these concepts 
in each individual case will enable the physician 
to solve most of the problems of hypersensitivity 
which he encounters. 


Development of Sensitivity 


Immunological Reaction to Environment.—Aller- 
gic persons are those who are inherently capable of 
abnormal immunological reactions to normal en- 
vironmental factors. The ability to develop immu- 
nity is essential to the preservation of biological in- 
tegrity, but it is present to varying degrees in differ- 
ent persons. At one end of the scale are those 
anergic persons who show little or no immunologi- 
cal response, and at the opposite end are those 
Overresponsive patients who show clinical symp- 
toms of allergy. In the latter group the abnormal 
response may be (1) quantitative, with the forma- 
tion of an unusual number of antibodies, and/or 
(2) qualitative, with the formation of abnormal 
antibodies capable of uniting with or being bound 
by the affected receptor cell. In the allergic person, 
tissues containing the cell-bound antibodies are the 
shock organs. In those who are nonallergic, neu- 
tralizing and/or blocking antibodies are stored 
largely in the serum and subcutaneous tissues. 

Sensitization is possible even in relatively non- 
reactive persons if the exposure is sufficiently pro- 
longed or the agent sufficiently antigenic, as, for 
example, poison ivy. It has been shown also that 
variations in reactivity occur in cells which have 
not been previously sensitized. 

Amount of Exposure.—Allergic persons become 
sensitive to those agents to which they are exposed 
in the greatest quantity and for the longest period 
of time. Of the air-borne inhalants, house dust and, 
in the Ohio area, ragweed pollen and some fungi 
are prevalent in the greatest quantity and for the 
longest time; hence, these are the ones most likely 
to produce sensitivity. Frequently the patient’s 
statement that he cannot be sensitive to citrus fruit 
(or some other food), because he eats it every 
day, will give a clue to the antigenic agents in- 
volved by pointing out the materials to which he 
has had the heaviest and most prolonged exposure. 

Formation of Symptoms.—Symptoms are usually 
the cumulative response to several sensitivities. The 
degree of these individual sensitivities depends on 
(1) the antigenicity of the agent involved and (2) 
the amount of material to which the patient is ex- 
posed, as well as the duration of the exposure. Each 
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of the sensitivities in operation at any given time, 
however, contributes to the patient's total degree 
of sensitivity, which determines his symptomatic 
response. Each allergic patient possesses a “critical 
level of sensitivity” at which he responds with 
symptoms. Only when his own “critical sensitivity 
level” is reached or exceeded will symptoms appear. 
The antigenic materials contributing to each 
person's sensitivity are best identified by the history 
and only secondarily by such procedures as skin 
tests and elimination diets. Once the sensitizing 
materials have been identified, the patient should 
be instructed to avoid them, so far as possible. The 
education of the patient is the most valuable part 
of his treatment. It should not only acquaint him 
with the nature of his difficulties but also teach him 
the mechanisms for avoiding or minimizing his ex- 
posures. He should be taught to avoid not only 
those antigens to which he is already sensitized but 
also those to which exposure is likely to result in 
future sensitization. Hyposensitization is under- 
taken only when the total degree of exposure to all 
allergens cannot be held at a level well below the 
patient's critical sensitivity level. Only those anti- 
genic agents which cannot be avoided are ordinarily 
included in the hyposensitization program. 


Clinical Symptoms and Their Modification 


Early Recognition of Allergy.—Clinical symptoms 
usually involve the skin first and then the eyes, 
nose, throat, trachea, bronchial tree, and alveoli, in 
that order. Gastrointestinal symptoms occur most 
frequently early and late in life and vascular symp- 
toms in later life. The progression from one site to 
another may be slow or rapid, and in some patients 
clinical symptoms of allergy do not have their on- 
set until late in life. Symptoms may occur in sev- 
eral sites, or shock organs, simultaneously. While it 
is true that some antigens tend to involve certain 
tissues more frequently than others, any antigen 
may produce symptoms in any tissue capable of 
responding as a shock organ. Ragweed pollen, for 
example, may produce eczema of the feet and legs. 

This concept helps the physician to identify al- 
lergic patients early in life and, by anticipating fur- 
ther symptoms, to prevent more serious sequelae. 

Effect of Repeated Attacks and Exposure.—Re- 
peated attacks of clinical allergy lower the critical 
sensitivity level of response, so that subsequent ex- 
posures to antigens result in more severe symptoms. 
During the ragweed season, for example, symptoms 
increase in severity after two to four weeks, though 
the pollen count is receding at this time. Thus, it 
is important to avoid continued and prolonged ex- 
posure to any potential antigen. It is equally im- 
portant to relieve symptoms by whatever means are 
available. Therapeutic measures include (1) anti- 
histamines for blocking the action of histamine, (2) 
aminophylline and epinephrine to counteract the 
end-effects of smooth muscle spasm and increased 
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capillary permeability, (3) sedatives to reduce 
stress, and (4) corticotropic hormone for render- 
ing the shock organ more resistant to reaction or 
for inhibiting antibody response. 

Modifying Factors.—-Symptoms or sensitivity re- 
sponses are modified by age, endocrine changes, 
climatic factors, and emotional stress. The infant 
may be sensitized in utero, but much more com- 
monly sensitively develops only after constant re- 
exposure Over many years. 

At times when major shifts in endocrine balance 
occur (at approximate ages of 1, 6, 12, 45, and 65 
years and during or after pregnancy), the type, 
site, or manner of allergic response in a sensitive 
person is likely to undergo radical change. This 
fact has given rise to the erroneous concept that at 
those ages persons are likely to “outgrow” their 
allergies. As a result, the program of allergic man- 
agement is often withdrawn, causing the patient's 
sensitivities to increase and symptoms to reappear 
with increased intensity and in new shock organs. 

Climatic factors, which include humidity, tem- 
perature, and barometric pressure, may vary with 
the time of day, season, or geographical location. 
When the humidity is high, respiratory effort is 
increased and air-borne antigens are concentrated 
near the ground. A rise in temperature aids in dis- 
persing these antigens. It has been found that pol- 
len and fungus spores in the atmosphere, which are 
dispersed to a height of 12,000 to 15,000 ft. on a 
sunny afternoon, may be concentrated in the lower 
800 to 1,000 ft. between 3 and 4 a. m. 

The critical level of response to antigens may be 
raised temporarily by emotional stress, but when 
such stress is continued the critical sensitivity level 
is usually lowered. This pattern of response to stress 
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is similar to that described in Selye’s general adap- 
tation theory.’ Many patients have symptoms only 
when they are emotionally exhausted. 

Knowledge concerning the factors modifying 
sensitivity responses may enable physicians to an- 
ticipate situations which may call for extra pre- 
caution. Any one of these modifying factors may 
be important enough at a given time to prevent or 
produce clinical symptoms. 


Summary 


The following six basic concepts concerning the 
production of allergic symptoms form a guide for 
the physician who is interested in clinical problems 
of hypersensitivity. Consideration of all of these 
principles is necessary in the management of aller- 
gic patients: 1. Allergic persons are inherently ca- 
pable of abnormal immunological reactions to nor- 
mal environmental factors. 2. They become sensitive 
to the agents exposed to in the greatest quantity 
and for the longest time. 3. Symptoms are usually 
the cumulative response to several sensitivities. 4. 
They usually involve the skin first, then eyes, nose, 
throat, trachea, bronchial tree, and alveoli, in that 
order. 5. Repeated attacks lower the critical sensi- 
tivity level of response, so that subsequent expo- 
sures result in more severe symptoms. 6. Symptoms 
are modified by age, endocrine changes, climatic 
factors, and emotional stress. 

Physicians should accept the responsibility for 
educating the patient with an allergic condition 
and gaining his cooperation in carrying out a sound 
program of management. 
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ROBLEMS IN CANCER.—Until we know more about the factors that control 
P the spread of cancer, we cannot generalize about the subject of cancer. There 

is at present no scientific basis upon which anyone is justified in advocating 
simple mastectomy, radical mastectomy, ultra radical mastectomy, or irradiation 
therapy as the single or even the chief method of treatment for cancer of the breast. 
There may be a place for all of these tvpes of treatment, for just as there are 3 types 
of cancer of the skin (basal cell, squamous cell, and melanoma), so there may be at 
least 3 biologic types of cancer of the breast. If so, each deserves its own treatment. 
The challenge to the surgeon is to try to find a way to distinguish each of these 
biologic types from the others. Individualization deserves more emphasis than it has 
been given in our cancer clinics in recent years. Our tendency to overgeneralize about 
cancer reminds me of the Polynesians who live under the cocoanut palms; yet, oddly 
have no name for a “cocoanut.” Instead they have three names for cocoanuts. They 
have a name for the immature cocoanut which gives the milk, another for the half- 
ripe cocoanut that gives the jelly, and a third name for the ripe cocoanut that gives 
the meat. But you can’t ask for “a cocoanut” in the South Pacific. It is too general a 
term. Perhaps “cancer” is too general a term for us.—G. Crile Jr., M.D., F.A.C.S., 
Problems in the Treatment of Cancer, Maryland State Medical Journal, September, 
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MANACEMENT OF CHEONEC URTICARIA 
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It is issportant to rule out several other condi- 
tions in the differentia] diagnosis of urticaria 
namely, insect bites (fea, mite, bedbug, gnat 
viral disease, herpes, hypersensitivity to light, heat, 
or clephantiasis nostras, urticaria pigmentosa, 
and collagen disease (i. €., polyangiitis and lupus 
erythematosus disseminatius ). Occasionally, contact 
dermatitis and atopic eczema tmay show localized 
areas Of whealing and angioneurotic edema, but 
complete history and physical examination usually 
lead one to the correct diagnosis. 

Causes of urticaria may be generally classified as 
allergic, nonallergic, and psychogenic. Allergic 
agents include drugs (aspirin, sedatives, antibiotics, 
cathartics, tranquilizers, cold remedies, beverages, 
vitamins, antihistamines, ACTH, herbs, estrogenic 
and other hormones, insulin, anticonvulsants, se- 
hums, vaccines, nose drops, and douching powders), 
foods (fresh fruits, nuts, chocolate, seafoods, pork, 
eggs, milk, and wheat), physical agents (sunlight, 
heat, cold) [eryoglobulinemia], air currents, pres- 
sure, and ultrasonics), inhalants (pollens, house 
dust, castor bean dust, cottonseed, flaxseed, cos- 
metios, aerosols, insect: debris, pyrethrum, orris, 
derris, antibiotics, molds, animal dander, animal 
secretions, and cooking odors), contactants (oint- 
ments, lotions, cosmetics, animal secretions and 
dander, soaps, detergents, serums, antibiotics, 
chlorpromazine |Thorazine}] hydrochloride, sham- 
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hyGroxyzine hydrochionce, given orally in 
doses of 10 to 25 mg. three or four times a 
doy, with antihistamines. Ephedrine Aydro- 
chioride was occasionally given Sy mouth and 
seldom by injection. Injection of epinephrine 
may be required in an occasiona! patient in 
whom angioneurotic edema threatens life by 
involving the pharyngolaryngea! areas. 


poos, plants, grasses, and weeds), and autoanti- 
bodies (to hormones, protein degradation products, 
by-products from infections, and haptenes ). 

Nonallergic causes include infection ( genitouri- 
nary, gastrointestinal, respiratory, dental, tonsil, 
and gallbladder, malaria, intestinal parasites, 
brucellosis, and syphilis), endocrine imbalance 
(excess or deficiency), i. e., hypothyroidism, 
enzyme imbalance (excess or deficiency ), histamine 
serotonin liberators (sorbitol monolaurate 
compounds, polyviny! pyrrolidone, serums, peptone, 
trypsin, bacterial toxins, curare, narcotics, egg: 
albumin, and dextran), and miscellaneous causes 
(malignancy, neoplasms, lymphomas, diabetes, 
collagen disease, alcohol, insect bites, chemical and 
exhaust fumes, paints, hair sprays, trauma, exertion, 
and hereditary angioneurotic edema ). 

Psychogenic causes are of three types: (1) pure 
or cholinergic (emotional factors as sole cause, 
hypnotic recall, patient trapped by some resentful 
life situation, exciting events, and production of 
hives at will to avoid unpleasant situations), (2) 
mixed (emotional factors only one of several 
etiologies but equal in importance to other factors ), 
and (3) masked (urticarial lesions as a manifesta- 
tion of impending mental breakdown). 
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Both the acute and chronic types of urticaria can 
be precipitated by similar causes. Although most 
acute attacks of hives last only a few days, some 
may not subside until a period of three or four 
weeks have passed. This is not infrequently seen 
after reactions to penicillin and other drugs. 
Chronic urticaria, which may persist for many 
weeks, months, or years, sometimes follows acute 
episodes. In these instances other causative agents, 
such as dormant allergies to foods or inhalants, 
psychogenic factors, or hypersensitivity to heat or 
cold, take over, so to speak, and continue to per- 
petuate the reaction long after the original inciting 
agent has been metabolized, excreted, or destroved. 

One who has had an opportunity to observe and 
study patients with chronic urticaria cannot help 
but feel that they are endowed with an innate 
capacity to produce urticarial lesions at the slight- 
est provocation, once the reaction has been facili- 
tated by any means. Thus, it is not at all unusual 
for many of these persons to develop hives, re- 
gardless of the main etiology, after upper respira- 
tory infections, minor trauma, exposure to chemical 
fumes, administration of almost any drug (i. e., 
vitamins, hormones, sedatives, aspirin, vaccines, and 
antibiotics ), even in the absence of true allergy to 
these substances, and in response to any nonspecific 
factor that may upset the equilibrium, routine, or 
comfort of the patient, such as headache, physical 
or mental fatigue, gastrointestinal upset, alcohol, 
emotional excitement or anger, or undue exposure to 
heat or cold. In short, many things which are 
harmless to the average person become “urticario- 
genic’ as far as these individuals are concerned, 
causing the release of histamine or acetylcholine 
into the skin, with resultant itch and wheal develop- 
ment. 

In the management of chronic urticaria, a com- 
prehensive history is most essential. Practically all 
of these patients have consulted several physicians 
and have tried all sorts of therapies prior to their 
referral to an allergy specialist—a last resort. It is 
important, therefore, that ample time be scheduled 
for the taking of a detailed history, including a 
thorough medical survey. One should especially 
consider the four factors listed by Sheldon and 
co-workers '* as the most common causes of hives 
and angioneurotic edema, namely, drug allergy, 
food allergy, infection, and psychic factors, and 
rule them out one by one. Also, it is imperative to 
inform these patients that intensive studies are 
often required before a proper etiological diagnosis 
can be made, that they must not expect too much 
until the causes are known, but that, in the mean- 
time, effective drugs will be given to afford some, if 
not complete, relief of the pruritus and swelling. 


Investigation of Specific Allergies 


Drugs.—As was pointed out by Brown,’ reactions 
to drugs have increased remarkably in recent years, 
particularly since penicillin and other antibiotics 
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have been introduced. Patients must be questioned 
carefully concerning penicillin injections, recent 
and past, since urticaria may not begin until two 
or more weeks after its administration and may 
persist for months afterward. Also, one should in- 
quire about other injectable or oral medications, 
such as vitamins, estrogen and other hormones, 
ACTH, antibiotics, insulin, cathartics, aspirin, tran- 
quilizers, sedatives, tonics, alcoholic beverages, 
digitalis, mercurial diuretics, iodides, thyroid, pro- 
cainamide (Pronestyl) hydrochloride, quinine, sul- 
fonamides, nose drops, eye drops, suppositories, 
ointments, contraceptives, biologicals, aminosalicylic 
acid, hydantoins, heparin, and phenylbutazone. 

In attempting to evaluate drug allergy, it is best 
to have the patient stop all medication—both oral 
and parenteral—and then observe whether the skin 
lesions disappear. Attempts may be made to repro- 
duce the urticaria by giving small doses of the sus- 
pected drug, but this must be regarded as a 
dangerous procedure. Fatal anaphylactic shock has 
been reported after ingestion of a single penicillin 
tablet by a patient sensitive to this drug. One of my 
aspirin-sensitive patients suffered an anaphylactic 
reaction with severe asthma and loss of conscious- 
ness for several hours after ingestion of a tablet 
containing 2% grains (160 mg.) of aspirin in com- 
bination with an antihistamine for a “cold.” He 
made an uneventful recovery after energetic treat- 
ment with epinephrine, oxygen, and intravenous 
administration of aminophylline and hydrocorti- 
sone. 

Food.—As most physicians know, patients gen- 
erally are able sooner or later to identify the foods 
causing their urticarial outbreaks. Nuts, shellfish, 
berries and other fresh fruits, eggs, chocolate, and 
pork are common offenders. The diagnosis becomes 
more difficult when the case is a chronic one due 
to foods eaten daily, such as cereals, milk, vege- 
tables, and meats. Furthermore, these substances 
tend to produce delayed reactions after an interval 
of 24 or even 36 hours. Nevertheless, the patient's 
food habits, his likes and dislikes, and regularly 
eaten foods should be listed and discussed, with a 
view toward eliminating any one or more from the 
diet for a trial period. The relationship between 
food allergy and urticaria is further complicated by 
the fact that the clinical sensitivity may be due to 
food additives or to antibiotics given to animals 
prior to human consumption. Milk, for example, 
may contain not only penicillin (if such is given to 
the cow for treatment of infection) but also anti- 
genic amounts of alfalfa and beet-top proteins 
where these are grown and used as cattle feed. 

At the allergy clinic of the Los Angeles County 
General Hospital, we feel that skin testing for food 
allergy is helpful in a sufficient number of patients 
to warrant its continued use. This is especially so 
if one employs for testing purposes the acetone- 
precipitated food-protein antigens dissolved in a 
phosphate-buffered 50% solution of glycerol.’ 
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Infection.—Investigation of chronic urticaria cases 
should include possible sources of infection as pri- 
mary causes of the eruption. Intestinal parasites 
must be ruled out in patients with a relatively high 
eosinophil count. Cohen and Criep * found amebic 
infestation to be the cause of recurrent urticaria 
with angioneurotic edema in 19 of 28 veterans. 
Hookworm and Giardia lamblia have also been 
recovered from the stools of patients with urticaria.® 
Eradication of these parasites resulted in ultimate 
cures. Other sources of infection related to out- 
break of hives include tonsils, teeth, gallbladder, 
and genitourinary tract. 

The exact mechanism by which infection pre- 
cipitates urticaria is not known. If one is permitted 
to postulate, however, it is certainly not outside the 
realm of possibility that infectious processes, 
through breakdown of body tissues, bring about the 
release of active protein-splitting enzymes capable 
of mediating the urticarial response secondarily 
through liberation of serotonin, histamine, or 
acetylcholine into the skin. addition, this 
same result may be accomplished by the production 
of autoantibodies and their subsequent reaction 
which the specific inciting haptene. Eradication of 
infection through surgical means or the judicious 
use of antibiotics, antimalarial agents, or antiamebic 
drugs should largely help to eliminate infection as 
a prominent cause of chronic urticaria. 

Inhalants and Miscellaneous Agents.—Pollens, 
molds, house dust, castor bean dust, and animal 
danders have been found to cause outbreak of hives 
in numerous individuals. Insect sprays, hair sprays, 
perfumes, odors of cooked or fried foods, and vari- 
ous chemical fumes may likewise cause urticaria 
and angioneurotic edema. Cases of hives have de- 
veloped during the course of various diseases, such 
as diabetes, endocrine disturbances, carcinoma, un- 
dulant fever, rheumatic fever, and syphilis. And, 
finally, contactants, i. e., animal danders and secre- 
tions, cosmetics, drugs (streptomycin, chlorproma- 
zine), animal serums, weeds, and plants, have been 
occasionally responsible for this dermatological 
condition. 

Psychogenic Factors.—Considerable disagreement 
still persists regarding the incidence of psychogenic 
factors in chronic urticaria. Because the immu- 
nological approach often fails to reveal a causal 
relationship between a drug, food, or other allergic 
factor and chronic urticaria, various investigators 
feel that most of these patients develop hives on an 
emotional basis.° It has been known for some time 
that emotional reactions can result in the liberation 
of histamine and acetylcholine into the skin to 
initiate the urticarial reaction. Hence, many physi- 
cians conclude that chronic urticaria is usually 
produced psychogenically.’ 

Just because extrinsic factors cannot be impli- 
cated after a brief visit with the patient is no rea- 
son to jump to the conclusion that the condition is 
caused solely by emotional factors. This diagnosis 
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should not be made without a thorough allergic and 
psychological evaluation. Emotional disturbances 
are common today, just as they have always been, 
and may have little bearing on the patient's der- 
matological condition. Some individuals who are 
keenly aware of the impact of the psyche on dis- 
ease processes may interpret a sign or symptom too 
readily as of psychogenic origin. In this manner, 
the initial pruritus of Hodgkin’s and other organic 
diseases has often been mislabeled as due to emo- 
tional causes. We must not forget, however, that 
itching may arise from profound emotional dis- 
turbances. True, the discomfort attending urticaria 
and angioneurotic edema may cause the patient 
much distress of mind, but it is within the physi- 
cian’s realm to determine whether the distress is 
excessive for the condition at hand. Hives have 
often been reproduced in hypnotized subjects by 
psychotherapists during discussion of emotionally 
charged material; furthermore, cases of chronic 
dermatitis (eczema, neurodermatitis) have been 
treated successtully by means of psychotherapy and 
electroshock therapy. 

Although no studies thus far have tended to 
prove a definite personality type in psychogenic 
urticaria, most observers agree that these patients 
have certain emotional conflicts in common: (1) 
chronic frustration, often originating in early child- 
hood; (2) feeling of being “trapped” by some resent- 
ful situation about which they cannot, or dare not, 
do anything; (3) repressed aggressiveness, fury, and 
hostility; and (4) feelings of guilt because of fancied 
retaliatory measures and ill-wishes directed toward 
those responsible for their predicament. 


“Total” Approach to the Urticaria Problem 


The main purpose in presenting this paper is to 
show what may be accomplished by a “total” plan 
of treatment for chronic urticaria. This approach in- 
cludes a comprehensive history and physical exami- 
nation, sufficient laboratory work to exclude infec- 
tious processes, skin tests for allergy to foods, in- 
halants, pollens, and environmental factors, and a 
reasonable psychological evaluation of the patient. 
In my opinion, recurrent urticaria, with the excep- 
tion of that caused by infection or drugs, is seldom 
due to just a single factor but rather to multiple 
causes, some of which cannot be determined by 
presently known methods of testing. 

Fifty patients suffering from chronic hives were 
studied with use of this plan of attack. As noted in 
the table, their ages ranged from 8 to 73 years, with 
most in the 20-to-60-year age group, and females 
predominated (31 females, or 62%). Duration of the 
urticarial symptoms ranged from one month to 22 
years. 

While a single agent was responsible for some of 
these patients’ symptoms, the majority revealed 
multiple etiological factors. Thus, foods were impli- 
cated in 24 patients or 48%, drugs in 11 (22%), 
infection in 6 (12%), emotional factors in 32 (64%), 
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and inhalants in 22 (44%). Eighteen (36%) of the 
group suffered from hay fever, asthma, or allergic 
headache. This undoubtedly accounts, in large 
measure, for the higher percentage of positive find- 
ings in skin tests as compared with other series of 
chronic urticaria cases. 
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one-half years, averaging approximately eight 
months per patient. Most of those continuing on 
allergy care past a six-month or eight-month period 
were advised to do so because of additional allergic 
conditions (i. e., asthma, hay fever, or allergic head- 
ache). Meanwhile, those evidencing probable un- 


Data on Fifty Cases of Chronic Urticaria 


Allergy Findings Results 
Dura- 
Dis- 
Case Age, ease, Infee- tional Im- Unim- Additional 
No. Sex Yr » & Foods Drugs tion Cause Inhalants proved proved Diagnosis 
1 F 73 1 Fish, pork, egg-white Estrogen oe Wool, jute + 
2 F 59 24 Phenobarbital iad + 
3 M 28 10 Penicillin Pollens, house dust oF 
4 F MG 10 Negative findings aa Negative findings + 
5 F 15 l, Chocolate, egg-white aaa Feathers, cat + Hay fever 
6 F 65 7 Chocolate, pork, coffee oe — + Asthma 
7 F 49 Reducers Cotton, pyret Hay fever 
8 M 32 % Pollens 
9 M 57 ly No tests Antibiotics + No tests +  Uleerative colitis 
10 M 32 4% sas Feathers, house dust + Headache 
11 F 17 1 Milk, egg-white + House dust, kapok + Asthma 
12 F 50 3 ee + ae + Hay fever 
13 M 53 Legume, fruits + 
14 M 31 1/12. Pork, chocolate Toxin-antitoxin tests House dust, pollen + Hay fever 
15 F 21 2 Wheat + Orris, house dust on Hay fever 
16 F 37 12 Pork, citrus, milk + re + 
17 F 66 10 No tests + No tests + 
18 F Dt 1 Negative findings + eee + 
19 M 14 2 Wheat, egg-white, Influenza vaccine Feathers, pollen + Asthma 
chocolate 
20 M 37 1% ane + House dust Hay fever 
21 F 20 le Negative findings + + 
22 F 28 8 Negative findings + 
23 F 24 2h Wheat, milk + oe 
24 M 34 3, No tests Antibioties — No tests + Arteritis 
25 F 19 6 Fruits _ a House dust + Recurrent herpes 
26 M 34 + + Sehizophrenia 
27 M 33 1 Fish Sinus House dust + Asthma 
28 F 48 1/12 No tests Phenobarbital, penicillin No tests oe 
29 M s 4 Milk + os + Hay fever 
30 F 28 17 pia + Cat, feathers + Postpoliomyelitis 
31 F 44 3 No tests Antibioties No tests on Hyperthyroid 
32 M 25 13 Pork, wheat, milk + Pollen oo Asthma 
33 M 48 3 Egg-white, chocolate Vitamins ae Pollen, house dust oe Prostatitis 
34 F 14 1/12 Fruits, fish Asthma 
35 F 32 13 csi + Pollen, house dust + Asthma 
36 M 36 1/12 Pork + 
37 F 50 2 Fish, egg-white ao Pollen, house dust oe Asthma 
FP 25 Shrimp, wheat + + 
39 F 35 Ly + 
40 M 72 22 Fruits, wheat, milk + 
41 M 32 ly Cereals + 
42 F 38 10 + saa + 
43 F 43 3 + Pollens Hay fever 
44 F 53 3 Mold, wool 
45 F 19 Yu No tests os No tests + 
46 M 35 3 No tests No tests a Chemical fumes 
47 F 37 16 Cat, dog, pollen - Asthma 
48 F 52 14 Nuts, cereals oa Pollen, house dust - Bronchitis 
40 F 5) 1 Chocolate + + 
M 24 Wheat, citrus + + 


Treatment.—Patients were advised to avoid all 
foods for which they showed 3+ and 4+ skin test 
reactions for approximately one month, and were 
started on a hyposensitization program with use of 
extracts of the inhalants to which there were posi- 
tive reactions. Also, all previous medication was 
stopped, including cathartics, sedatives, estrogen, 
antibiotics, food supplements, and vitamins. Length 
of treatment varied from two weeks to two and 


derlying emotional difficulties, as revealed from 
observation and general discussion concerning job, 
home, and school situations during the preliminary 
examination and testing period, were singled out 
for special attention along these lines. Thirty-six 
patients, or 72%, improved under this regimen. 

Symptomatic Care.—Most of the patients were 
able to control the hives and itching with antihista- 
mines alone or in combination with ephedrine hy- 
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drochloride and tranquilizers. I seldom administer 
epinephrine or ephedrine by injection, since this 
mode of therapy almost invariably tends to tempo- 
rarily “dam-up” the chemical forces responsible for 
the eruption, only to have the process recur with 
greater intensity after the sudden release of these 
chemicals when the action of the above-mentioned 
drugs subsides. Of course, epinephrine may be re- 
quired in an occasional patient in whom angioneu- 
rotic edema threatens life through involvement of 
the pharyngolaryngeal areas. Here, ACTH and the 
corticosteroids may be found necessary. These lat- 
ter two, however, are seldom of much benefit in 
chronic urticaria and should not be used because of 
dangerous implications after their long-term use 
(such as osteoporosis or enhancing infections ).* 

Tranquilizers —While most tranquilizers may be 
tried for their ataractic effect, | have found hy- 
droxyzine (Atarax) hydrochloride '° to be more 
effective in chronic urticaria. This drug is given in 
a dosage of 10 to 25 mg. four times a day. The 
relief of itching and hives is often dramatic. 

Ephedrine and antihistamines, given orally, may 
be used in addition to enhance the beneficial re- 
sult. The chemical formula of hydroxyzine is 1-(p- 
chlorobenzhydry])-4- [ 2-(2-hydroxyethoxy )ethy] pi- 
perazine dihydrochloride. It has been shown to 
exert antihistamine, antiserotonin, and anticholiner- 
gic effects and will neutralize the actions of such 
spasmogenic agents as barium chloride, posterior 
pituitary, and reserpine. Pharmacological and clini- 
cal studies demonstrate the ability of this substance 
to produce ataraxia without undue drowsiness or 
significant effect on mental acuity; other effects 
include transient hypotension, increase of coronary 
blood flow, and reduction of the incidence and 
duration of epinephrine-induced ventricular ar- 
rhythmia. 

For acute urticaria, or severe flare-ups in the 
chronic type, I have had success with one of the 
following combinations given intramuscularly: (1) 
0.4 cc. of diphemanil (Prantal) methylsulfate (25 
mg. per cubic centimeter) and 0.5 cc. of hydroxyzine 
(in the same concentration) or (2) 0.4 cc. of 
diphemanil methylsulfate and 0.5 cc. of promazine 
(Sparine) hydrochloride, both in the same concentra- 
tions as above. Epinephrine (0.3 cc. of the 1:1,000 
solution) may be added to these mixtures, if indi- 
cated, as in life-threatening edema of pharynx and 
larynx. These same combinations may be employed 
for the relief of asthmatic attacks. The additional 
anticholinergic and ataractic effects provided by 
these medicaments apparently enhance the thera- 
peutic effect of epinephrine in allergic conditions. 


Comment 


As yet, there is no fool-proof laboratory method 
for the diagnosis of food allergy. Despite the fact 
that skin tests for food allergies are not as reliable 
as those for pollen and environmental allergens,"’ 
the procedure is of aid often enough to warrant 
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their use, provided good, active extracts are em- 
ployed. Even extensive diet trials, elimination diets, 
and well-kept food diaries which include tabulation 
of time and intensity of symptoms often prove 
fruitless. Until a reliable serologic laboratory test is 
devised for the diagnosis of food allergy it must be 
realized that much so-called food allergy is iatro- 
genically induced. Try to convince a patient he is 
not allergic to certain foods once he has been 
handed a list showing which to avoid even on a 
trial basis! Nearly every physician has encountered 
patients who recite no end of toods to which they 
are supposedly allergic solely on the basis of pre- 
viously prescribed elimination diets. Unless re- 
peated trials or procedures, such as the “double- 
blind” technique, reveal definite results, patients 
should be informed of only the possibility of their 
being allergic to the foods showing positive re- 
actions to tests, or which they are asked to delete 
temporarily from the diet. After a brief period of 
avoidance—about two to four weeks—these foods 
should be gradually added back to the diet, one by 
one. Certain foods, however, such as fish, nuts, eggs, 
or pork, may never be tolerated without allergic 
difficulty. In such instances the patient may have 
to avoid some foods for life. 

Patients with chronic urticaria are unique, psy- 
chiatrically speaking, in that the majority suffer 
from some intolerable life situation which is respon- 
sible for much, if not all, of their symptoms.'* The 
physical manifestations represent a “boiling-over” 
of forces generated by deep, unresolved emotional 
conflicts. Once the patient is helped to pinpoint and 
discuss the home, job, or other problem which vexes 
him, this pressurized “head of steam” quickly dis- 
sipates, often with dramatic improvement, if not 
complete subsidence, of symptoms. This sequence 
of events has been observed by many investiga- 
tors.'* Needless to say, those patients who deny the 
existence of emotional factors, which are neverthe- 
less strongly suspect, should be referred to a com- 
petent psychiatrist for further help. Quite often, 
however, the patient will readily volunteer such 
information during the very first visit to his physi- 
cian, provided (1) an understanding and unhurried 
approach is used and (2) the doctor takes the time 
to “hear the patient out.” 

The various complaint categories with respect to 
emotional difficulties encountered by this group of 
patients may be categorized as follows: First are 
family situations, including (1) irresponsible, abu- 
sive, alcoholic, or domineering husband and wife; 
(2) delinquent offspring or physically or mentally 
handicapped children; (3) separation of parents, 
divorce, serious arguments, or step-parents; (4) in- 
terference by relatives and in-laws; (5) jealousy or 
sibling rivalry; and (6) settlements of estates and 
inheritances or bickering by survivors. 

Second are occupational factors, including (1) un- 
due pressure on the job, long hours, or adverse 
conditions; (2) unreasonable boss or foreman; (3) 
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undesirable fellow-workers; (4) unhappiness caused 
by type of work; and (5) undue discrimination, i. e., 
promotion, recognition, or pay. 

Third, social factors may include (1) disappoint- 
ment in love, (2) difficulties with school, friends, or 
neighbors, and (3) legal entanglements, court trials, 
or arrests. 

While some of the specific psychogenic factors 
responsible for production of urticaria in this group 
represent an immature emotional reaction to com- 
monly encountered life situations, others could be 
classed as quite unbearable even by the most ma- 
ture observer. What amazes one is the length of 
time certain individuals will tolerate a given situa- 
tion before doing something about it. I have in 
mind a 66-year-old woman who suffered severe 
urticaria and angioneurotic edema for eight years 
before finally admitting that her life had been in 
constant danger during all this time from a psy- 
chotic husband. 

Another patient, a man, noted his first attack of 
hives immediately after learning that his second 
offspring was found to be deaf and mute. It is not 
enough to give such persons a prescription or 
ACTH or to tell them they will have to learn to 
live with their problems; they must be permitted to 
unburden themselves, encouraged to share their 
troubles with others, and directed to the proper 
channel or agency for help and guidance. It be- 
hooves all physicians, therefore, to become ac- 
quainted with the various health and welfare de- 
partments and family counseling services available 
in their respective communities and to take advan- 
tage of their facilities. 

In many instances the situations “aired” by the 
patients are impossible of solution; even so, im- 
provement may result from their being “ventilated” 
and brought out into the open. No one knows the 
exact mechanism by which such relief is obtained, 
but, in all probability, the individual is helped by a 
hopeful, understanding, and encouraging physician 
to make a better adjustment to life’s difficulties and 
to channel his energies more constructively, per- 
haps through some process of sublimation. 

“Total” treatment of these patients—elimination 
from the diet of foods that may be suspicious and 
show positive reactions for a trial period, specific 
allergy management directed against significant 
inhalants and environmentals, and encouragement 
toward pinpointing and “giving vent” to the partic- 
ular emotionally charged situation triggering the 
liberation of histamine or acetylcholine into the 
skin—will yield a successful outcome in the ma- 
jority of persons who suffer from chronic urticaria. 

Most patients who do not respond to this 
regimen have in all probability deep-seated emo- 
tional conflicts which often cannot be resolved even 
after intensive psychotherapy. Here, the physician 
must use “supportive” and symptomatic therapy. 
Some persons, for psychological reasons, need the 
skin response as an outlet for their emotional pres- 
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sures which otherwise might result in serious men- 
tal breakdown. It is unwise, therefore, to try to 
force these patients into psychotherapy against their 
will. They must be gradually prepared for such an 
eventuality when it is felt such treatment may be 
the answer to the problem. It is amazing how many 
patients are helped, however, by being allowed to 
talk freely about their problems. On leaving, some 
will remark: “Thank you, doctor, I feel better al- 
ready.” And all the physician has done, perhaps, is 
lend a sympathetic ear and ask one or two indirect 
questions. How well this proves the old maxim: in 
order to heal the ills of the flesh you must also 
relieve the mind and emancipate the spirit. 

Granted, at least one-fourth of patients with 
chronic urticaria will not improve even though 
every presently known therapeutic modality is ex- 
hausted. Treatment of these unresponsive persons 
must await the development of further knowledge 
concerning enzyme chemistry, synaptic physiology, 
autoimmunity, and hitherto undiscovered _hor- 
mones of the endocrines and central nervous sys- 
tem. In the meantime, let us welcome these pa- 
tients, counsel them, and treat them. Thus far, the 
best ingredient available for the treatment of 
chronic urticaria is the physician himself. 


Summary 


Chronic urticaria still presents a therapeutic chal- 
lenge to the allergy specialist, despite the notable 
additions in recent years of the corticosteroids and 
other so-called wonder drugs to his armamentarium. 

Fifty patients with persistent urticaria were 
studied and treated, with use of a comprehensive 
approach: (1) complete history and physical exami- 
nation to rule out infection and parasitic infesta- 
tion, (2) allergic investigation, including skin tests 
for foods and inhalant allergy, (3) investigation for 
drug allergy, and (4) psychological evaluation for 
possible emotional factors as the sole or contribut- 
ing cause of the dermatological condition. 

Considerable diagnostic overlapping was uncov- 
ered, with many individuals revealing multiple 
etiological factors. Thus, foods appeared to be sig- 
nificant in 48%, drugs in 22%, infection in 12%, 
inhalants in 44%, and emotional difficulties in 64% 
of the patients. Suspected foods, as revealed by 
dietary history and skin tests, were eliminated from 
the diet for a brief period, and specific immunologi- 
cal treatment instituted against the inhalants to 
which positive reactions were given. Thirty-six 
(72%), improved under this regimen. Eighteen (36%) 
showed evidence of other allergic conditions, such 
as hay fever, asthma, and allergic headache. 

Patients were encouraged to pinpoint and discuss 
freely any emotionally charged situation suspected 
of perpetuating the symptoms. Successful outcome 
depends a great deal on the physician’s attitude 
and approach to the problem. If he appears hopeful 
and encouraging and is willing to “lend a sympa- 
thetic ear,” most of these patients will improve. 


? 
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Symptomatic treatment, for the most part, con- 
sisted of oral administration of hydroxyzine (Atarax) 
hydrochloride, 10 to 25 mg. three or four times 
daily, in combination with antihistamines and, on 
occasion, ephedrine hydrochloride. 


2680 Saturn Ave. 
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THERAPY OF ACUTE ATTACKS OF ASTHMA IN INFANTS AND CHILDREN 


John P. McGovern, M.D., Houston, Texas 


Many conditioning factors modify most disease 
processes, and those factors inherent in the age of 
a patient are among the most significant. Of all the 
diseases in which age factors exert an influence on 
the pattern, course, and, therefore, therapy of a 
disease process, one is hard-pressed to think of one 
in which the impact of age is greater than in acute 
and/or chronic asthma.’ 

This being true, the following comments on prin- 
ciples and specific therapeutic measures of neces- 
sity must be considered in the light of the influence 
of age on this symptom-complex, asthma. 

Factors due to age that are of prime significance 
in influencing the therapeutic approach to the treat- 
ment of asthma in infants and children are as 
follows: 1. More labile homeostatic mechanisms 
frequently fail to adequately protect against rapid 
dehydration, acidosis, and vascular collapse.* 2. Pro- 
portionately smaller nasal and bronchial airways are 
more easily “blocked” by a given amount of edema 
or spasm.' 3. At certain ages of the child propor- 
tionately greater panic and/or fear of suffocation 
may occur when severe dyspnea and cough are 
present in an asthmatic attack. 4. Difficulty in 
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For specific treatment of acute attacks of 
asthma in children, certain basic procedures 
stand out as of prime importance: 1. Institute 
therapy early in an attack. 2. Perform bron- 
chodilation. 3. Use sedation (this includes the 
parents, when indicated). 4. Maintain ade- 
quate fluid intake. 5. Combat infection vigor- 
ously if it exists. 6. Eliminate immediate 
sources of potent allergic substances. It is 
possible if the parents have been thoroughly 
instructed, to institute therapy very early in an 
attack—in fact, almost before it begins. When 
antimicrobial therapy is carried out in the 
allergic child it should be maintained to 
conclusion (including at least two afrebile 
days). 


achieving proper medication and fluid intake may 
occur due to lack of cooperation in the excited, pan- 
icked, and/or resistant child. 5. Greater variability 
in response and idiosyncrasy to certain antiasth- 
matic medications may occur (i. e., the paradoxical 
response to barbiturates or an idiosyncrasy to 
aminophyllin). 6. The child’s own emotional strug- 
gle with his disease and its attendant anxiety is 
multiplied by the anxiety and frequently reflected 
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overconcern of the parents. 7. Associated infections 
are frequent.” 8. Nutritional problems are superim- 
posed.* 9. There exists a greater potential hazard in 
the use of steroids (i. e., the occurrence of varicella 
while the patient is on steroid therapy or the more 
frequent accident rate in children). 

In the light of these considerations, certain defi- 
nite principles may be outlined for the plan of 
management of acute asthma in infants and chil- 
dren. Needless to say, if a child is having uncon- 
trolled polycyclic attacks of asthma, he should be 
evaluated by a competent allergist and, on the basis 
of careful allergic history and accurate testing, have 
all of the avoidance measures carried out as well as 
hyposensitization to unavoidable sensitizing air- 
borne allergens. 

For specific treatment of acute attacks of asthma 
in children, however, certain basic procedures stand 
out as of prime importance: 1. Institute therapy 
early in an attack. 2. Perform bronchodilation. 3. 
Use sedation (this includes the parents when indi- 
cated). 4. Maintain adequate fluid intake—hydra- 
tion. 5. Combat infection vigorously if it exists. 
6. Eliminate immediate sources of potent allergic 
substances. 

For the purpose of this discussion, one may ar- 
bitrarily divide the treatment of acute attacks of 
asthma into (1) early mild to moderate attack and 
(2) more prolonged, severe attack (status asthmat- 
icus). Actually, of course the latter is merely an 
extension of the former. 


Acute Attack 


Mothers of asthmatic children, as indeed older 
children themselves, can sense an impending attack 
of asthma. This is almost analogous to the aura of 
an impending epileptic seizure. In fact, some chil- 
dren have subjective feelings that are quite com- 
parable to an aura. In addition to these subjective 
insights, a mother soon learns of certain objective 
factors that tend to precipitate asthma in her child, 
such as sudden changes in climate or temperature, 
periods of marked overexertion, “colds,” certain 
emotional stimuli, and others. 

‘It is possible, therefore, if the parents have been 
thoroughly instructed, to institute therapy very 
early in an attack—in fact, almost before it begins. 
This is when an attack of asthma is easiest to 
“block,” for asthma tends to become progressive and 
fixed once it fully gets started. 

Thus, at the first sign or prodrome of asthma the 
parents are instructed to give the child mild and 
properly balanced medication to effect bronchodila- 
tion and sedation. This mixture contains ephedrine 
and secobarbital in a palatable suspension (Ala- 
drine). The proportion of ephedrine is sufficient for 
bronchial dilatation, yet it is “covered” by sufficient 
short-acting barbiturate to “block” the exciting ef- 
fect of the ephedrine and also be sufficient for seda- 
tion of the child. For this, we have found the best 
proportion to be % grain (7.5 mg.) of ephedrine to 
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% grain (15 mg.) of secobarbital per teaspoonful. 
Further, as in epilepsy, wherein the proper amount 
of phenobarbital or other anticonsulsive agent is 
titrated to the demand of the individual child, also 
with this mixture the mother can learn just about 
how much is needed early to abort an asthmatic 
attack. In addition, secobarbital being a short-acting 
barbiturate, the medication may be repeated at 
four-hour intervals without fear of cumulative 
noxious effects as, for example, could be the case 
with long-acting phenobarbital. Thus, this mixture 
is simple and safe, may be “titrated,” and meets 
the basic early needs. If one encounters a sudden 
severe acute attack, then, of course, aqueous epi- 
nephrine, 1:1,000, should be given immediately in 
appropriate doses (0.1-0.4 cc.). This then would be 
followed by the preceding regimen. 

While bronchodilation and sedation is done in 
the child with asthma, the physician must also think 
in terms of keeping the secreted tracheobronchial 
mucus loose and liquefied should an attack progress. 
The best “expectorant” of all is fluid given by 
mouth, for the greatest cause of. inspissation of 
mucus is dehydration of the little patient. When 
dehydration occurs and the extracellular fluid com- 
partment is depleted, no amount of so-called ex- 
pectorant will effect loosening and liquefaction of 
the mucus. Generally, dehydration is more fre- 
quently associated with more disease processes in 
the infant and child than in the adult. This is due 
to increased extrasensory fluid losses from a greater 
proportion of body surface to weight, frequency of 
associated diarrheal conditions and vomiting, and 
frequent lack of cooperation or understanding of 
the necessity of taking fluids, becoming more pro- 
nounced as the child becomes sicker and more 
dehydrated. Thus, the old, hackneyed phrase “an 
ounce of prevention is worth a pound of cure” has 
real application in fluid and electrolyte management 
of asthmatic infants and children,* for before the 
child becomes desperately ill, dehydrated, and 
gasping for air (for which he is more hungry than 
for food or fluid) one is able to get fluid into him. 
If there is associated vomiting along with the 
dyspnea, small amounts of fluid, neither too hot nor 
too cold, offered at frequent intervals may be more 
easily retained; this also gives the distressed par- 
ents a constructive job to do. 

This, then, is the essence of the treatment of the 
early acute attack—bronchodilation, sedation, and 
hydration—early! 

It ought also to be reemphasized that the parents 
should be instructed to remove all obvious sources 
of allergenic material from the child’s immediate 
environment. Unfortunately, if it has not been done 
previously, this is sometimes difficult to accomplish 
during an attack with the general chaos that goes 
on in many families; also, moving things around will 
tend to stir up dust and mold spores in the bed- 
room. Therefore, the father is frequently told to 
take the child out for an automobile ride while the 
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mother carries out specific elimination measures in 
the bedroom. This procedure also tends to break 
up some of the frequently coexisting emotional 
constellation. 


Status Asthmaticus 


If, in spite of proper early medication of an 
attack, or if one sees a more advanced attack for 
the first time, then one must proceed from milder 
medications in a step-wise fashion to more potent 
drugs. Soon after the initiation of an attack, if 
ephedrine and secobarbital fail to control it, then 
epinephrine (Adrenalin), both in aqueous solution 
and in oil, should be administered. Not infrequent- 
ly, the parents are taught to administer epinephrine 
in the home. This gives them added confidence in 
their total ability to handle an attack, thus de- 
creasing their anxiety and overconcern with the 
attendant potential deleterious effect. Instructions 
for the home administration of epinephrine must be 
given thoroughly and carefully with explicit direc- 
tions as to amount and repetition before the physi- 
cian is called. A practice may be made of actually 
drawing in the amounts of both preparations of 
epinephrine on printed facsimilies of syringes, which 
are given to the parents. 

A word should be said about nebulizers contain- 
ing epinephrine or other potent bronchodilating 
inhalants. | seldom prescribe these for a child, for 
in my experience they are all together too “handy” 
to use and I have observed that the child frequently 
tends to develop a great dependence on the use of 
this modality. When it is really needed, the “needle” 
for epinephrine will be resorted to, but it is much 
less likely to be promiscuously overused and, thus, 
the chance for development of epinephrine over- 
dependence and/or “fastness” is lessened. 

If bacterial infection is present, in either early 
or later stages, the child should receive adequate 
treatment with sulfonamides or a broad-spectrum 
antibiotic. I have not given a dose of penicillin dur- 
ing the past two years of practice to an allergic 
child and will not in the future unless an organism 
is encountered that is outside the spectrum of other 
acceptable parenterially administered antimicrobial 
agents. The reasons for the omission of this excel- 
lent antibiotic for the therapy of allergic children 
become more apparent almost monthly, with in- 
creasing reports of severe morbidity and of fatali- 
ties from its use in atopic individuals. Penicillin’s 
widespread use, the relative frequency of Penicil- 
lium as an inhalant mold spore in many areas, pres- 
ence of antigenically unmodified penicillin in milk 
from use by veterinarians in treating bovine infec- 
tions, and its use as a preservative in vaccines have 
given many individuals a basic source of sensitiza- 
tion. 

When antimicrobial therapy is carried out in the 
allergic child, it should be maintained to conclusion 
(including at least two afrebile days), for one must 
remember that it is not just the infection per se that 
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should be treated but that the host may be hyper- 
sensitive to the type-specific protein of the invading 
bacterial organism. 

Now, if infection is not present or is “covered,” 
and ‘if ephedrine, barbiturates, and epinephrine fail 
to almost completely block the attack for a period 
of over 48 hours, with the attack progressing to 
moderately severe intensity and poor fluid intake, 
then I believe that the potential damage to the 
child, both physically and emotionally, from his 
asthma outweighs the possible damage that could 
accrue from the proper use of steroid therapy. 
Therefore, in this situation, I then institute steroid 
therapy in what might be called a “hit-and-run” 
technique. The patient is given a calculated dose 
of ACTH (10 to 40 units), and adrenal cortical 
steroids are prescribed in amounts sufficient to 
block the attack. This dosage is decreased over a 
five-day period to a maintenance amount which is 
given for five more days. Adrenal steroids then are 
withdrawn, and the patient is given ACTH on the 
succeeding day to help stimulate the adrenal cor- 
tex, which some investigators believe is slightly 
depressed after even short-term corticoid therapy. 

Should all these measures fail and the patient 
begin to show definite signs of dehydration, then 
hospitalization may be required. If the aforemen- 
tioned procedures are followed, hospitalization for 
the asthmatic child is seldom indicated; rarely is it 
necessary for the child under therapy with a total 
antiallergic regimen.” 

If hospitalization is required, only two gains are 
to be expected other than removal of the patient 
from an emotion-packed environment: (1) fluids 
given parenterally, and (2) oxygen, carbon dioxide, 
and mist via the tracheobronchial route. The former 
is accomplished effectively and without danger in 
infants and children only when a pattern of well- 
established methods of fluid restoration is followed. 
This has been delineated for the asthmatic child in 
a previous communication * and need not be re- 
viewed here. 


Inhalants and Expectorants 


A few words must be said concerning the ad- 
ministration of oxygen and the use of expectorant 
drugs. The use of expectorants and cough mixtures 
is far more an art than a science. It has its origins 
in the earliest practice of medicine and is deeply 
rooted in the folklore and mumpsismus of medi- 
cine. Only in recent years, for the most part the 
past 15 or 20, has the problem of medication with 
expectorant drugs been the subject of objective 
laboratory and clinical investigation. The results of 
such investigations provide some support for the 
common expectorant drugs, though with respect to 
the use of ammonium chloride, for example, it is 
stated that “it is not unlikely that some of the action 
ascribed to ammonium salts is in reality due to the 
ingestion of water usually prescribed with cough 
medicine containing the salt.” ° When expectorants 
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are used, however, iodides are usually preferred,’ 
either in the form of potassium iodide or as syrup 
of hydriodic acid. 

With respect to inhalants, however, much sound 
information is known, and on the basis of this in- 
formation rests the proper use of oxygen, carbon 
dioxide, and steam. Among inhalants, steam and 
carbon dioxide have been found to be excellent 
expectorants. Steam or a very high relative humid- 
ity (above 85%) liquefies sputum, decreases its vis- 
cosity, and affords the patient considerable sympto- 
matic relief. In a number of classic studies, carbon 
dioxide has been proved the most effective agent 
of all.’ It not only lowers the viscosity of tenacious 
sputum, thereby facilitating expectoration, but de- 
creases the volume of sputum by promoting its ac- 
tive resorption by the bronchial mucosa. In addition, 
this gas increases both rate and depth of respiratory 
movements and stimulates the cough reflex, actions 
which assist in evacuation of the contents of the 
more dependent regions of the respiratory tract. 
A 5-to-10% concentration of carbon dioxide is ade- 
quate and well tolerated if administered at inter- 
vals. The combination of steam, expectorant drugs, 
and carbon dioxide is especially effective. Oxygen 
has been shown to be an antiexpectorant and has 
effects opposite to those of carbon dioxide. When 
oxygen therapy is essential in cases in which its 
antiexpectorant action may be harmful, steam and 
carbon dioxide may be added to counteract the 
untoward effect on bronchial secretions. 
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Summary 


Salient features in the therapy of acute attacks 
of asthma in infants and children include early 
bronchodilation, sedation, and hydration, and elimi- 
nation of allergens. The physician must select a few 
drugs and learn their action well, both physiologi- 
cally and from experience with their use. When it 
is necessary to utilize inhalant therapy, it must be 
used on sound physiological principles. In all, the 
physician must be cognizant of the emotional fac- 
tors at play—both in the little patient and in the 
parents—and of their interaction. 
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DERMOGRAPHIA—CLINICAL OBSERVATIONS 
Thomas G. Johnston, M.D. 


Alan G. Cazort, M.D., Little Rock, Ark. 


Dermographia is the most common form of physi- 
cal allergy. It is frequently diagnosed as chronic 
urticaria. In a large number of patients primary 
dermographia seems to be the only cause of urti- 
caria. A dermographic basis is easily overlooked. 
Failure to consider dermographia can lead to mis- 
interpretation of skin tests. This doubtless accounts 
for a patient’s stating that his skin tests showed him 
to be “allergic to everything.” 

The purpose of this paper is to stimulate interest 
in a poorly understood but commonly seen condi- 


Associate Clinical Professor of Medicine (Dr. Johnston) and Clinical 
Professor of Medicine (Dr. Cazort), Section of Allergy, University of 
Arkansas School of Medicine. 

Read in the Session on Allergy before the Section on Miscellaneous 
Topics at the 107th Annual Meeting of the American Medical Asso- 
ciation, San Francisco, June 27, 1958. 


Dermographia is commonly demonstrated 
by stroking the skin with a blunt instrument. 
The response is a local swelling and itching, 
and the itching is increased by anything that 
will cause vasodilation in the skin. Emotions 
sometimes contribute to the vasodilation. The 
reaction is sometimes immediate, sometimes 
delayed. Its relation to urticaria has been dif- 
ficult to explain. The most effective remedies 
are the antihistamines, the choice and dosage 
being determined by the individual needs and 
tolerance of the patient. 


and 
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tion by relating our observations and opinions. A 
bibliography more extensive than the direct refer- 
ences may be obtained from us. 

We define dermographia as a whealing response 
of the skin to trauma. This may be commonly 
demonstrated by stroking the skin with a blunt in- 
strument, such as a paper clip, tongue blade, or fin- 
gernail (see figure). The chief symptom is itching. 
Occasionally, cases date from early childhood, with 
the skin response quite marked but with the patient 
complaining of very little pruritus. We have the 
impression that the incidence of dysmenorrhea, 
gastrointestinal symptoms, and headaches is in- 
creased in persons with dermographia. This is pos- 
sibly due to the excess amount of histamine that 
seems to be present throughout the body. 


Whealing response of skin to trauma. 


Any condition that will cause vasodilatation in 
the skin will increase itching, which may explain 
the aggravation caused by blushing, taking a hot 
bath, or drinking large amounts of hot coffee or tea. 
Related terms are factitial, dermographic, and 
mechanical urticaria and autographism. 


Review of the Literature 


Gilchrist ' reported the first case of dermographia 
in English literature in 1908, followed in 1912 by 
Eustis.” The famous monograph of Lewis ® in 1927 
on the “triple response” was an outstanding stimu- 
lus of interest in dermographia. There seems to 
have been a dearth of interest from 1935 to 1945. 
After the discovery of the antihistaminic drugs 
there was renewed interest. Unfortunately, some 
psychiatrists * writing on this problem stated that 
dermographia could be explained on a psychoso- 
matic basis. Most of these psychiatrists seemingly 
have confused this condition with neurotic excori- 
ation and factitial dermatitis. 
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Lewis * states that among young and healthy per- 
sons whealing of the skin as a consequence of firm 
stroking is not infrequent; a detectable swelling is 
found in about 25% of those tested. In about 5% a 
conspicuous wheal is produced. Some whealing in 
response to stroking is frequent, if not the rule, in 
children. In normal persons a red line appears 
within 3 to 18 seconds and reaches its height within 
30 to 50 seconds after stroking. Whealing can be 
produced in almost any human skin by repeatedly 
stroking the same area. 

Dermographia should be considered in every case 
of chronic urticaria. We disagree with Fisher and 
Schwartz ° who, in 1953, stated that there was a low 
incidence of dermographia in patients with sub- 
acute and chronic urticaria. The incidence seems to 
have increased with the general use of penicillin. 
We have seen it follow reactions to horse serum, 
aspirin, codeine, sulfonamides, and, occasionally, 
poison ivy dermatitis. 

The incidence of dermographia may be greater 
when atopy is present than when it is not. Since our 
practice is limited to allergy, we are not prepared 
to estimate the incidence among the general popu- 
lation. A familial or hereditary tendency has never 
been proved. We have treated a family in which 
both parents and four children had dermographia. 
Winkelmann ° states that it may be familial. 


Classification and Etiology 


Classification.—We think of dermographia as be- 
ing primary or secondary. Secondary dermographia 
is that following an intensely pruritic allergic re- 
action to drugs or contact dermatitis, while the pri- 
mary form has no known cause. This is not to say 
that the drugs or contacted agents are directly 
responsible for the dermographic reaction. The 
latter is a response to trauma. 

The reaction itself may be either immediate or 
delayed.” The immediate wheal is apt to be linear 
and lighter in color. Delayed reactions have a more 
inflammatory quality, with induration and a brawny 
appearance. They usually occur two to six hours 
after trauma. They disappear more slowly than the 
immediate type. The individual lesions are less apt 
to be linear. They are due more often to pressure 
than to scratching. 

Etiology.—Duke * classified dermographia as a 
physica! allergy. He failed to induce passive der- 
mographia in a normal patient with 1,000 cc. of 
whole blood given intravenously from a_ patient 
with dermographia. Walzer® and Lehner and 
Rajka '° were able to passively transfer dermo- 
graphia. Our experience has been similar to 
Walzer’s, in that in some patients we have been 
successful in transferring passive dermographic 
sensitivity and that it is of short duration (a few 
hours). We have obtained passive transfer reactions 
with use of fresh serum. However, after being left 
in the refrigerator for a week the same serum failed 
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to sensitize the same receptor. Lewis and Grant " 
showed that the wheal produced by stroking in 
dermographia is identical to the wheal produced 
by histamine in nonallergic subjects. 

We believe that emotions are important only as 
contributory factors due to the accompanying vaso- 
dilatation. Rothman ** states that wheal formation 
is independent of the nervous system and, there- 
fore, on physiological grounds it is doubtful that 
urticarias (and dermographia) are of primary psy- 
chogenic origin. He also states that histamine lib- 
erated from the mast cells of the skin is the final 
event. 

The exact roles of acetylcholine, heparin, and 
serotonin (5-hydroxytryptamine) in the cause of 
dermographia have never been determined. Until 
proved otherwise, the histamine concept of the 
cause must be accepted at least partially. Feinberg 
and Durham "* believe that the condition is allergic, 
as the mechanism can be temporarily exhausted by 
repeated mechanical stimulation. 

Pressure urticaria is probably a form of dermo- 
graphia. Patients offer complaints of itching and 
hives at such sites of pressure as belts, suspenders, 
shoulder straps, brassieres, garter belts, girdles, cor- 


sets, and waist bands. Edema response is, at times, 


evident in the deeper tissues. These patients have 
swollen feet after long periods of standing. The 
hands may swell and feel stiff and even painful 
after mowing the lawn or driving. We have seen 
massive edema of the buttocks in patients with 


dermographia who sat for iong periods of time on 


hard benches. 


Vallery-Rodot reported one case of dermographia 
that affected the mucosa. Dermographic response 
frequently extends to the synovial membranes. We 
have noticed this more in drug-induced dermo- 
graphia. It also seems at times to extend to the 
mucous membranes, so that physical irritation, such 
as ground dust, laughing, and unusual exertion will 
cause asthmatic breathing. 

One patient, a 20-year-old man, was first seen for 
hay fever and also was found to have marked der- 
mographia. One year after the first examination he 
showed typical lesions of atopic dermatitis at the 
waist and other friction areas. A similar case 
occurred in an obese 30-year-old woman with le- 
sions under her shoulder straps. These were due not 
to rubber but to pressure, repeated scratching, and 
rubbing."* 

In our opinion, patients who state that they are 
“allergic to wool” frequently have dermographia, 
and their sensitive skins are irritated by the rough 
fibers of the wool. Patch tests for allergy to pure 
wool and to the wool in question showed negative 
findings in every case. In girls, wearing a cotton 
blouse under the wool sweater has solved the 
problem. 
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Treatment 


The antihistamines are effective if given in ade- 
quate doses. It is important to find an antihistaminic 
drug that the patient will tolerate without side- 
reactions and that, at the same time, will be effec- 
tive. Chlorcyclizine hydrochloride (Perazil), given 
in a dosage of one or two 50-mg. tablets every 8 to 
12 hours, seems to be most generally successful in 
our hands. Long-acting chlorpheniramine (Chlor- 
Trimeton) maleate and tripelennamine (Pyribenza- 
mine) hydrochloride tablets seem to work better in 
certain cases. Pyrrobutamine compound (Co-Pyro- 
nil) is effective at times. Epinephrine (Adrenalin) in 
a 1:1,000 aqueous solution given subcutaneously is 
rapid and effective in its action. Diphenhydramine 
(Benadryl) hydrochloride often is useful at bed- 
time, as it encourages sleep. Some of these patients 
may need maintenance antihistaminic therapy for 
a long period of time. 

At times the steroids, including prednisone and 
prednisolone, seem to aggravate the condition. The 
same applies to corticotropin (ACTH). We do not 
advocate their use in the treatment of dermo- 
graphia. 

We have not tried the “histamine liberators,” such 
as compound 48-80 (a condensation product of 
p-methoxyphenylethyl-methylamine and formalde- 
hyde ), or Bol 148 ( 2-bromo-d-lysergic acid diethyla- 
mide), the antagonist of serotonin. A histamine 
azoprotein (Hapamine) is valueless in our opinion. 
Pilocarpine nitrate, in doses of 5 mg. (1/12 grain) 
was said to be of help in a few patients treated 
some years ago. 

Penicillinase (Neutrapen), in our experience, has 
not been successful in the treatment of patients 
with dermographia after serum sickness reactions 
from penicillin. Patients have complained bitterly 
of pain at the site of the injection, and one patient 
had a large swelling with a fever of 102 F (38.8 C) 
for 24 hours. Another patient had an anaphylactic 
reaction after the second dose of penicillinase 
given eight days after the first. 

Patients should be instructed that dermographia 
is disagreeable rather than dangerous. They should 
be assured that it is not a manifestation of any 
organic disease, that there are no serious complica- 
tions, and that the condition is usually self-limited. 
They can usually be made comfortable with in- 
expensive and non-habit-forming medicaments, such 
as antihistamines. 

Summary 


Dermographia is a common clinical entity and 
is the most common form of physical allergy. It is 
frequently overlooked, but it should be considered 
in any case of unexplained chronic urticaria. The 
incidence seems to be increasing. An allergic re- 
sponse to penicillin frequently leaves the patient 
with long-standing dermographia. Antihistamines 
are generally effective in the relief of this condition. 


1425 W. Seventh St. ( Dr. Johnston). 
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CLINICAL AND METABOLIC STUDY OF CHLOROTHIAZIDE (DIURIL) 


USE IN EDEMA OF NORMAL PREGNANCY AND OF TOXEMIA OF PREGNANCY 
Nicholas S, Assali, M.D., Lewis L. Judd, B.S. 


Norman Mondz, B.S., Los Angeles 


Although the etiology of acute toxemia of preg- 
nancy is still unknown, it is generally agreed that 
edema is one of the most constant and early mani- 
festations of the disease. It is also common knowl- 
edge that the clinical manifestation of edema is not 
limited to toxemia of pregnancy but is also fre- 
quently found in normal pregnancy. It is estimated 
that from 30 to 40% of normally pregnant women 
have varying degrees of edema, particularly after 
the fifth or sixth month of gestation. It is, therefore, 
essential to differentiate this tvpe of edema from 
that existing in borderline cases of toxemia of preg- 
nancy, a task which is often quite difficult. Never- 
theless, a salient difference between the two forms 
of edema is that the edema of normal pregnancy 
remains limited to the lower extremities and usually 
subsides rapidly when the patient remains at bed 
rest or merely restricts salt intake, whereas the 
edema seen in toxemia of pregnancy is usually more 
generalized. The latter often presents as edema of 
the hands and face, as well as of the lower extrem- 
ities, and its control usually demands a more strin- 
gent and therapeutic regimen than merely bed rest 
and dietary salt restriction. 


From the Department of Obstetrics and Gynecology, University of 
California Medical Center. 

Read before the Section on Obstetrics and Gynecology at the 107th 
Annual Meeting of the American Medical Association, San Francisco, 


June 26, 1958. 


The diuresis induced by chlorothiazide 
(Diuril) was studied in 15 patients hospitalized 
for toxemia of pregnancy, 100 women whose 
pregnancies were progressing normally, ex- 
cept for varying degrees of pitting edema of 
the legs, and 35 additional patients in whom 
the edema, being complicated by hyperten- 
sion with or without proteinuria, led to the 
diagnosis of toxemia of pregnancy. Doses of 
500 mg., one to four times daily, resulted in 
striking increase in the urinary excretion of 
sodium and chloride ions and of water, with 
corresponding loss of body weight. Potassium 
excretion was also increased, but not so strik- 
ingly, and the excretion of ammonia and 
titratable acids was less significantly affected. 
The intravenous administration of 5 to 10 mg. 
of chlorothiazide per kilogram of body weight 
caused similar diuresis beginning within 20 
minutes after the injection, without any signifi- 
cant effect on blood pressure and puise rate. 
The data showed that chlorothiazide can be 
used with satisfactory results and with minimal 
side-effects in the treatment of edema of 
pregnancy. 
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Not only do these two forms of edema differ in 
clinical manifestations and response to therapy but 
the physiological etiology of each appears to be 
different also. Recent, as yet unpublished, work in 
our laboratories has suggested that the edema of 
normal pregnancy may be related to increased sodi- 
um reabsorption by the renal tubules, this being 
invoked by stimuli acting on volume receptors lo- 
cated in various areas of the left side of the heart. 
These centers are probably activated by pooling of 
blood in the lower extremities, occurring when the 
pregnant woman assumes a standing position. 

Evidence has been accumulated which shows 
that the edema in toxemia of pregnancy is caused 
by increased reabsorption of water and electrolytes 
by the renal tubules. The initial stimulus for this 
increased reabsorption of water and electrolytes is 
still in dispute, but two main theories have been 
advanced. The first theory attributes electrolyte re- 
tention in toxemia to a decrease in glomerular filtra- 
tion rate, a state which undoubtedly exists in the 
majority of patients with toxemia. This decrease in 
filtration rate will then result in a decreased filtered 
electrolyte load, thus producing a disturbance in 
the glomerular-tubular balance, and the tubules 
will then be stimulated to reabsorb more electro- 
lytes for a given load. 

The second theory states that the increased sodi- 
um. reabsorption by the renal tubules may be re- 
lated to increased secretion of mineralocorticoid 
hormones by the adrenal cortex. Several investiga- 
tors have shown that the urinary excretion of these 
hormones is somewhat elevated in patients with 
toxemia of pregnancy. However, since a similar in- 
crease has also been observed in normal pregnancy 
and because the patients studied were on diets with 
restricted salt intake, it is difficult to evaluate the 
contribution these hormones make to the water and 
electrolyte retention in toxemia. Therefore, at pres- 
ent it is difficult to determine whether the excretion 
of aldosterone is the cause or the result of toxemia. 

Despite our ignorance as to the primary cause 
of edema in toxemia of pregnancy, the fact remains 
that this clinical abnormality is so frequent that its 
clinical management becomes essential. Various 
drugs have been used in the management of edema 
of normal and abnormal pregnancy. A detailed re- 
view of the subject has been recently made by one 
of us,’ and the reader may refer to it for further in- 
formation. 

The present report deals with the reaction and 
clinical use of a new therapeutic agent, chlorothia- 
zide (Diuril), in the treatment of edema of normal 
pregnancy and of toxemia of pregnancy. Chloro- 
thiazide was synthetized recently by Novello and 
Sprague *; they, with Beyer and co-workers,’ were 
also the first to report on its therapeutic properties. 
Pharmacological studies in animals and humans 
have shown that the oral administration of the drug 
produces a marked increase in urinary excretion of 
sodium, chloride, and, to a certain degree, potas- 
sium. While in vitro this agent seems to have an 
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action which resembles the carbonic anhydrase in- 
hibitors, in vivo, in the doses clinically used, this 
action is not strikingly evident because the bicar- 
bonate levels in blood and urine, which are the 
main targets of carbonic anhydrase inhibitors, are 
not affected by chlorothiazide. The main targets of 
this drug are the chloride and sodium ions, although 
when intravenously given the drug may also in- 
crease the excretion of bicarbonate. 


Material and Methods 


Metabolic studies of orally and intravenously 
given chlorothiazide were carried out on 15 pa- 
tients with toxemia of pregnancy who were in the 
hospital at bed rest and without any specific medi- 
cation. Each patient received a diet containing 
85 mEq. of sodium as sodium chloride. The studies 
comprised three consecutive periods. The first pe- 
riod lasted from three to five days and served as a 
control period. This was immediately followed by 
a second period lasting from four to six days in 
which chlorothiazide was given orally in a quan- 
tity totaling from 500 to 2,000 mg. per day in two 
or three divided doses. The third period served as 
a recovery period and lasted for three to five days. 

During each period the patient’s weight, blood 
pressure, intake, and output were recorded. Blood 
samples were obtained daily for analysis of elec- 
trolytes, pH, and carbon dioxide. Twenty-four hour 
urine specimens were collected and served for the 
analysis of electrolytes, ammonia content, and titrat- 
able acids. Some patients were studied on two 
periods of chlorothiazide treatment alternated with 
recovery periods. This was done in order to test 
the efficacy of repeated courses of chlorothiazide 
treatment. One patient was studied while she was 
on a diet containing 8.5 mEq. of sodium. This was 
done in order to test the action of the drug in 
patients who are on diets with salt restriction. 

The effects of intravenous administration of chlor- 
othiazide on water and electrolyte excretion, as well 
as on renal hemodynamics, were studied by giving 
the patient, intravenously, doses of 5 to 10 mg. per 
kilogram of body weight. Three to four clearances 
of inulin and para-aminohippuric acid were meas- 
ured as controls, and four to five determinations 
were made after the intravenous injection of the 
drug. Blood and urine samples were analyzed for 
their content of sodium, potassium, chloride, inulin, 
para-aminohippuric acid, and carbon dioxide by 
methods in current use in our laboratories.* 

In addition to the metabolic studies, clinical ob- 
servations were carried out on 135 pregnant pa- 
tients who were examined in the prenatal clinics. 
Of these, 100 were classified as having normal 
pregnancy, but with edema of the legs varying 
from 1+ to 4+. Although these patients had defi- 
nite pitting edema and rapid weight gain, none of 
them exhibited the other signs of toxemia, namely, 
hypertension and proteinuria. The other 35 patients 
had, in addition to edema, varying degrees of hyper- 
tension and, in some instances, proteinuria. These 
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patients were classified as having toxemia of preg- 
nancy. The criterion for the efficacy of the drug 
in all these patients was the change of weight. 
Patients were weighed once every week before, 
during, and after treatment. Care was observed to 
have the patient wear the same clothes during the 
examination, and the weight was always checked 
at the same time of day. The drug was administered 
to these patients orally in a standard dose of 1,000 
mg. divided in two doses per day, and treatment 
was given for periods of five days interrupted by 
two to three days of drug-free periods. 


Results 


General Effects.—All the patients tolerated the 
drug well. No side-effects were observed, and in no 
instance was the drug withdrawn because of signs 
of intolerance. Irregular variation of blood pressure 
was observed in the patients with hypertension, 
but this variation could not be attributed to the 
drug action. 


WEIGHT LOSS Kg 
nm 


Average weight loss in 135 patients who received chloro- 
thiazide for five days (circled numbers refer to number of 
patients ). 


Metabolic Effects.—Details of the metabolic stud- 
ies have been published elsewhere.‘ Oral adminis- 
tration of chlorothiazide resulted in striking increase 
in the urinary excretion of sodium and chloride. 
Maximum increase occurred on the first and second 
days of therapy, and levels decreased progressively 
on subsequent days until the last day of treatment. 
Potassium excretion also increased after the drug 
administration, but the increment in the excretion 
of this ion was less striking than those of sodium 
and chloride. 

Concomitant with the increase in electrolyte ex- 
cretion was an increase in urine output and loss 
of weight. The excretion of ammonia and titratable 
acids was not significantly affected. In some pa- 
tients, plasma electrolyte levels, particularly those 
of chloride and potassium, fell, while in others they 
remained unchanged. On cessation of therapy, a 
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marked retention of electrolytes occurred but the 
amount retained was below that excreted during 
the administration of the drug. 

Effect of Intravenous Administration.—Intrave- 
nous administration of chlorothiazide in doses vary- 
ing from 5 to 10 mg. per kilogram of body weight 
did not change the blood pressure, renal plasma 
How, or glomerular filtration rate. However, the 
excretion of sodium and chloride strikingly in- 
creased within the first 20 minutes after the injec- 
tion of the drug. Although in subsequent collection 
periods the effect decreased somewhat, the excre- 
tion of these ions remained high throughout the 
entire experiment. The excretion of potassium also 
increased, as did the excretion of water, but in 
both instances the increment was less significant 
than that of electrolyte. Total solute excretion was 
markedly elevated after the injection of the drug. 
The intravenous administration of the drug did 
not have any significant effect on the blood pressure 
and pulse rate. 

Clinical Observations.—Of the 135 patients seen 
in the prenatal clinic, 104 had an average weight 
loss of 1.5 kg. (31 lb.) after the first week of treat- 
ment with chlorothiazide; 10 patients lost an aver- 
age of 2.25 kg. (5 lb.) and 6 lost approximately 
3 kg. (6% lb.). The remaining 15 had insignificant 
loss of weight during the first week (see figure ). 


Comment 


Our present date show that chlorothiazide given 
by the oral or intravenous route to patients with 
normal pregnancy or to patients with toxemia of 
pregnancy increases primarily the excretion of so- 
dium, chloride, and potassium and secondarily the 
excretion of water. Its site of action appears to be 
the renal tubule, although the exact mechanism of 
action has not been properly understood. It is postu- 
lated that the drug acts by inhibiting the reabsorp- 
tion of these ions by the renal tubules. 

The drug, in vitro, is a potent carbonic anhydrase 
inhibitor, but, when given orally, it does not seem 
to have any action which would suggest carbonic 
anhydrase inhibition. However, when the drug is 
injected intravenously there appear to be definite 
signs of carbonic anhydrase inhibition, manifested 
by a certain degree of acidosis and a marked bi- 
carbonate loss. 

It should be realized, however, that the action 
of this drug is far more complex than is implied, 
since, despite its apparent carbonic anhydrase in- 
hibition, it still increases the excretion of chloride, 
a property not possessed by other true carbonic 
anhydrase inhibitors. 

The diuretic action of chlorothiazide, when given 
orally, is prompt and reaches its maximum on the 
first day of treatment. When injected intravenously, 
maximum effect is observed within the first 30 min- 
utes. In either instance, the effects of the drug 
become progressively less, even though in a num- 
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ber of cases some diuretic action was still present 
after the fifth day of treatment. One may hypothe- 
size that the answer for the decreasing diuretic 
effect is either that a tolerance to the drug develops, 
which is unlikely, or that, in the patients to whom 
the drug was given, the stores of electrolytes and 
water available for excretion are somewhat limited. 
This hypothesis receives further support from the 
metabolic studies performed on patients with low 
sodium intake. In these patients, the effect of the 
drug is transitory and the increment in the excre- 
tion of sodium and chloride may not last more 
than one day. In these patients, chlorothiazide may 
deplete rapidly body electrolyte levels and, if this 
is not corrected, lead to hypokalemic hypochloremic 
alkalosis. 

Orally given, the drug seems to have a flat dose- 
response relationship curve, since the effects of a 
2,000-mg. dose were not significantly different from 
those of a 500-mg. dose. (Just whether higher or 
lower doses than those utilized in these studies 
would have different effects cannot be stated at 
the present time.) However, it is felt that the data 
indicate that satisfactory results with minimal side- 
effects can be achieved with any dose within the 
500-mg. and 2,000-mg. range. 

The absence of any significant action on blood 
pressure is in disagreement with some reports on 
the effects of this drug in patients with hyperten- 
sive conditions. A possible reason is that, in our 
studies, chlorothiazide was given alone and the 
period of observation was relatively short. 

The retention of water and electrolytes which 
invariably occurs after cessation of chlorothiazide 
therapy is peculiar to all diuretic agents. It seems 
to represent a compensatory homeostatic mecha- 
nism on the part of the organism to restore a part 
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of the electrolytes lost during diuresis. Neverthe- 
less, this action should not preclude the use of 
this agent to remove edema, since the quantity of 
electrolytes retained in the recovery period is sig- 
nificantly smaller than the increment excreted dur- 
ing therapy. 


Summary and Conclusions 


Clinical and metabolic studies of chlorothiazide 
(Diuril) were done in patients with normal preg- 
nancy and in those with toxemia of pregnancy. The 
drug increases markedly the excretion of sodium 
and chloride and, to a lesser extent, potassium and 
water. Given intravenously, the drug exhibits cer- 
tain properties of carbonic anhydrase inhibition. It 
is less effective in the nonedematous subjects, par- 
ticularly when sodium intake is restricted. In some 
of these patients, depletion of body electrolytes 
may occur. Given orally, the drug seems to be effec- 
tive in the majority of ambulant patients with 
edema. The effective dose is between 500 and 
2,000 mg. per day. 

This study was supported by grants from the National 


Heart Institute, National Institutes of Health, U. S. Public 
Health Service. 
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chemical laboratories, evolved ages ago under primitive conditions. Already we 
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are discovering disquieting facts. Longer life span is being purchased at the 
cost of increasing numbers of the aged whose survival creates new problems. . . . 
Not merely is mastery of existing diseases incomplete; germs and viruses are learn- 
ing to thrive on drugs which, a year or two ago, were fatal to them. The history of 
past epidemics is a tragic story. ... It may be thought that, as we now understand 
carriage of disease by lice, fleas, contaminated water, flies, rats and mosquitoes, the 
history of past epidemics has but slight significance. Such thinking is of the ivory 
castle brand. Life is never static. We are losing resistances to certain germs, and 
germs are evolving in their race for survival. Owing to their extraordinary rate of re- 
production, the possibilities of a new variety by mutation is very real. The delicate 
balance between immunity and disease may be tipped against us. The rapidity of 
international travel fosters air-borne and contact dissemination of disease on a world 
scale and is creating a situation which may be difficult to control. We would indeed 
be well advised to continue to read and disseminate the history of epidemics as a 
spur to continued vigilance in the field of public health.—J. Bostock, M.D., Medicine’s 
Need for History, The Medical Journal of Australia, Oct. 25, 1958. 
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CLINICAL NOTES 


ANALYSIS OF THE PRECIPITATION TEST FOR SYSTEMIC LUPUS 
ERYTHEMATOSUS 


Carl M. Pearson, M.D., Los Angeles 


Within recent months, there was reported in THE 
JourNAL ' the results of a simple serum precipita- 
tion test which was frequently found to be positive 
in patients with systemic lupus erythematosus and 
rarely reactive in most other conditions. The first 
details of this test were verbally presented in June, 
1957,* after which the test was performed on a 
number of the patients from the wards and clinics 
of local medical centers in the Los Angeles area. 
Equivocal or contradictory results were often found 
in these patients, and, hence, the test as a routine 
procedure was discontinued in the fall of 1957. 
After the publication by Jones and Thompson ' of 
their results with this procedure, it was carefully 
and systematically reevaluated in most of the orig- 
inal patients as well as in many new ones, including 
a number of unselected hospitalized patients who 
had a wide range of medical diseases, both minor 
and major. 

The selection of cases in addition to those of 
systemic lupus erythematosus has emphasized the 
inclusion of a large representation from the various 
rheumatic and connective tissue disease categories, 
since it is from these groups that the differentiation 
of systemic lupus erythematosus is often most diffi- 
cult and it is where a simple laboratory test that 
could set apart this disorder from its close asso- 
ciates could prove its worth. 

This report is a survey of 221 tests made on 183 
persons with various rheumatic and connective dis- 
eases, including 41 tests on 25 patients with sys- 
temic lupus erythematosus and 58 single tests in 
persons with various medical diseases. As will be 
pointed out, the specificity of the test for systemic 
lupus erythematosus has not been confirmed. How- 
ever, it is certainly true that a positive result is 
more likely to be found in a patient with one of the 
connective tissue disorders than in one with any of 
a variety of miscellaneous disease states and pre- 
sumably also in the healthy population. 


Procedure and Technique of Recording 


The test solution was 12% p-toluenesulfonic acid 
in glacial acetic acid. All tests were done on serum. 
Many were performed on fresh specimens, but a 
number of serum specimens had been frozen at 
—20 C for various periods and were thawed imme- 
diately prior to testing. 
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Several specimens were tested in the fresh state 
and then repeatedly frozen and thawed and tested 
over a period of several weeks. In a few of these 
serum specimens variable and unexplainable re- 
sults were obtained, so that serum that originally 
gave strongly positive results would give a weak 
result after one or more thawings and then revert 
to a positive result on another occasion. Most of the 
serum, however, retained the original positivity or 
negativity throughout the test period. No serum 
that was originally negative was observed to show 
a positive result after freezing and thawing. All 
tests were done by one person who had no prior 
knowledge of the patient's disease. 

The performance of the test and the technique 
of recording were nearly identical to that originally 
set down by Jones and Thompson.’ These pro- 
cedures were repeated as follows: 0.1 ml. of serum 
was placed in a test tube and 2 ml. of the p-tolu- 
enesulfonic acid solution was pipeted down the side 
of the tube. The tube was shaken, allowed to stand 
for 20 minutes, and then reshaken. The result was 
recorded as follows: 1. If no clot or precipitate was 
seen after the addition of the test reagent or if it 
disappeared on shaking, the finding was read as 
negative. 2. If a precipitate persisted for 20 min- 
utes after the original shaking but disappeared on 
reshaking, the recording was 1-+-. 3. If any precipi- 
tate remained after reshaking and standing for an 
additional 20 minutes, it was 2+. 4. If the precipi- 
tation at this time was moderate, it was termed 3-+-. 
5. If the precipitate appeared as a heavy mass, it 
was recorded as 4+. For further reference and sta- 
tistical treatment in this study, a result has been 
considered to be positive only with a precipitate 


graded 2+ through 4+. 
Results 


As recorded in table 1, 221 serum specimens 
were tested in 183 persons with various forms of 
rheumatic and connective tissue disorders, includ- 
ing gout. All of the patients have been seen in this 
hospital or its medical clinics, and details of their 
illness were well documented. 

Twenty-five patients with systemic lupus ery- 
thematosus were carefully and often repeatedly 
tested over a period of several months. All had the 
disease as substantiated either by the presence of 
L. E. cells in the past or present or, as in four, by 
history and autopsy evidence of renal and other 
characteristic anatomic findings of this disease. In 
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only six of these persons (25%), even on repeated 
testing, could a positive result be found. Since mul- 
tiple tests were made on a number of these pa- 
tients, the over-all positivity result was 27% of 41 
serum specimens examined. Close correlation could 
not be drawn in this group of patients between the 
severity of the clinical state and the results of the 
test. Many were on steroid medication when tested, 
but those that were not did not show any higher 
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of vasculitis also more frequently showed a positive 
result than did the patients with systemic lupus 
erythematosus. 

Among 58 hospitalized persons with a wide va- 
riety of nonrheumatic medical disorders, 7 (11%) 
showed a positive result. An analysis of these re- 
sults and a list of the positive reactors are shown 
in table 2. In this group were included eight patients 
with generalized arteriosclerosis, seven with duo- 


TABLE 1.—Results of Precipitation Test in Patients with Various Rheumatic 
and Connective Tissue Disorders 


Positive 
Results, No. Results 
Cases, Specimens, — ~ —~ (2+ to 4+), 

. Disease No. No. ) 1+ 2+ 8+ 4 % 
Systemic lupus erythematosus ..........cccccccvccccccsccce 25 22 8 5 1 5 27 
13 5 5 2 1 0 53 
4 4 2 1 1 0 0 25 
Polymyositis and dermatomyositis ...............000cc000 1] 22 the 1 4 3 2 41 
7 3 1 2 1 0 43 
ves 4 4 2 1 0 1 0 25 
183 221 106 39 45 16 W 35 


* Lease of periodic hydrarthrosis. 
+ 1 ease of juvenile rheumatoid arthritis. 
t This patient also had active duodenal ulcer. 


incidence of positive results. The most rigid cri- 
terion of severity of the disease state is, of course, 
a fatal termination. Six persons in this series died 
of systemic lupus erythematosus, and renal failure 
was the chief cause of death in three. From a total 
of 14 serum specimens obtained over a period of 
weeks or months in this group of six seriously ill 
persons, not a single positive result was recorded. 
Four of these serums from separate patients were 
tested prior to steroid therapy. 

The largest single group of persons tested were 
those with rheumatoid arthritis. One hundred tests 
were made on 94 patients with various grades of 
active rheumatoid disease. Thirty-two per cent gave 


TABLE 2.—Results of Precipitation Test in Various 
Nonrheumatic Medical Diseases 


Positive 
Results, No. Result 
A —~ (2+ to 4+), 
Cases, No. 0 Lo 2+ 3+ 4+ % 
58 42 9 3* 3t 1} ll 


*1 osteomalacia; 1 duodenal ulcer; 1 Raynauds’ disease. 
+ 1 cirrhosis; 1 acute hepatitis; 1 active tuberculosis. 
myelogenous leukemia. 


a positive result. Again, a significant correlation 
could not be drawn between the extent of the 
clinical disease or its degree of activity and the 
positivity of the test. In a smaller group of persons 
with rheumatoid spondylitis, 53% of the tests gave 
positive findings. The remainder of the results have 
been recorded in table 1. Of particular note is the 
high incidence of positive results in a small group 
of persons with scleroderma and in another group 
with gout. The patients with polymyositis and those 
with an ill-defined disease showing biopsy evidence 


denal ulcer, four with diabetes mellitus, three with 
hepatic cirrhosis, and two with acute hepatitis and 
jaundice. 

During the several months that this test has been 
done, a number of patients have been repeatedly 
examined and many bizarre and unpredictable re- 
sults were observed. It has not been possible to 
correlate, with any degree of certainty, the clinical 
status with the degree of positivity of the serum 
test, nor has cortisone favorably affected the test 
findings, even though the clinical condition has often 
seemed to have improved with this medication. 

In table 3 are shown the results of serial exam- 
inations on five patients and the time span over 
which the serum was tested. The patient in case 
1 had systemic lupus erythematosus manifested 
chiefly by thrombocytopenia. Prednisone therapy 
was started between the taking of specimens 1 and 
2, and striking clinical improvement soon occurred, 
which persisted with continued steroid medication. 
Despite this, the precipitation tests have ranged 
from 0 to 4+ over a three-month period. The 
patient in case 2 had severe systemic lupus erythe- 
matosus with multisystem involvement and yet, by 
the designated criteria, has not shown a positive test 
result. Specimens 1 and 2 on this patient were ob- 
tained prior to steroid medication. The patient in 
case 3 had active rheumatoid arthritis with per- 
sistent multiple joint effusions. He was treated with 
intra-articular administration of hydrocortisone, 
salicylates, and conservative measures. There has 
been no visible evidence of clinical remission in his 
disease process, and yet the serial test results have 
shown a range of 0 to 4+. The patients in cases 
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4 and 5 were both women who suffered from an 
inflammatory muscular disease termed polymyositis. 
Both have been on continuous low-dosage steroid 
medication, and each has shown moderate and pro- 
gressive clinical improvement. The most recent test 
result in each of these cases was 4+. 


Comment 


It would be impossible to conclude from any form 
of analysis in this series of patients that the 
p-toluenesulfonic acid serum precipitation test is at 
all specific for systemic lupus erythematosus. It 
does appear, however, that the test result is much 
more likely to be positive in patients with one of 
the rheumatic diseases (35%) than in those with a 
variety of nonrheumatic medical disorders (11%). 
Exceptions to this rule may be those persons with 
severe hepatic dysfunction and with various forms 
of dysproteinemia. The difference does not, how- 
ever, render the test of great diagnostic value, since, 
as was recently pointed out by Lee and Schultz,’ 
the pattern of observed reactions between rheumatic 
and nonrheumatic disorders is similar to and as 
nonspecific as those in the C-reactive protein, 
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diseases, in fact, the incidence of positivity was 
greater than that found in systemic lupus ery- 
thematosus. 

In almost complete agreement with findings in 
the present series are the results of a similar study 
on 112 patients as presented recently in a brief no- 
tation in THE JourNAL by Lee and Schultz.’ In 
their group of 18 patients with systemic lupus 
erythematosus (25 tests), 52% of the findings were 
positive and in various other rheumatic diseases 
60% were reactive. Also, in several persons with 
nonrheumatic dysproteinemia, 75% showed a posi- 
tive result. Again similar to the present results is 
16% positive findings in a group from which persons 
with rheumatic and dysproteinemic disorders were 
excluded. 

The solitary laboratory criterion available at the 
present time for the diagnosis of systemic lupus 
erythematosus remains the L. E. cell test,’ with the 
modifications recently devised to detect the abnor- 
mal circulating protein responsible for this phe- 
nomenon.” Possibly in this category also come the 
various serologic reactions which are being observed 
to develop in the serum of some persons with system- 


Taste 3.—Serial Serum Precipitation Test Results in Five Patients 


Cause, NO. Sex Age, YI Disease 
M 16 Systemic lupus erythematosus 
M 4 Rheumatoid arthritis 


Time Span 
Results of Test for Obtained 
- — Specimens, 
M 


2 3 4 ) 6 7 Mo. 
?+- 2+ 4+ 3 
0 1+ 0 0 ]1+- 0 10 
4+ 0 2+ 0 7 
1+ 3+ 0 7 
3+ 2+ 8 


serum mucoprotein, thymol turbidity, cephalin- 
cholesterol flocculation, and other similar pro- 
cedures. 

No effort has been made in this study to attempt 
to identify the substance or substances responsible 
for the precipitation reaction, and at present the 
basis for the test remains indefinite. 

There is general agreement between findings in 
the series of patients with systemic lupus erythema- 
tosus studied by Jones and Thompson ' and the pres- 
ent series. When the criterion for a positive test is 
placed at a response of 24+ to 4+, in the former 
groups 40% of 30 tests are found positive and in 
the present 27% of 41 tests (on 25 patients). There is 
also some agreement between findings in the two 
series when patients with rheumatic and nonrheu- 
matic diseases are compared in an over-all survey. 
However, there is significant and, at present, un- 
explained disagreement on the following points: 
1. The severity of clinical systemic lupus erythema- 
tosus did not correlate closely in the present series 
with the positivity of the test result. 2. Steroid 
medication did not markedly affect a trend in the 
test result. 3. Most impressively, a positive result 
in the present series was no more likely to develop 
in a patient with systemic lupus erythematosus 
than in most patients with other rheumatic and 
connective tissue disorders. In six of these other 


ic lupus erythematosus when it is placed in con- 
tact with leukocyte products, including nucleopro- 
tein and desoxyribose nucleic acid.* Less specific but 
strongly suggestive is the presence of chronic bio- 
logical false-positive results in serologic tests for 
syphilis © or of a bizarre circulating anticoagulant 
and tissue biopsy evidence of perivasculitis, hema- 
toxylin bodies, and certain renal or splenic vascular 
lesions. Other specific tests would most certainly be 
welcome. Unfortunately, the results obtained in the 
study of the present series of cases do not indicate 
that the p-toluenesulfonic acid test is of a sufficient 
degree of specificity to separate systemic lupus 
erythematosus from a variety of often closely re- 
lated rheumatic and connective tissue disorders. 


Summary 


A recently reported serum precipitation test, 
with use of p-toluenesulfonic acid as the test 
reagent, has been studied, often repeatedy, in 152 
persons with various rheumatic and connective 
tissue disorders and in 58 patients with various 
nonrheumatic medical diseases. There was a three- 
fold greater incidence of positive results in the 
rheumatic than in the nonrheumatic group. The 
specificity of this test for systemic lupus erythema- 
tosus as opposed to other of the rheumatic ailments 
has, however, not been confirmed. In fact, in six 


. 
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other rheumatic diseases in this series the incidence 
of positive results was greater than in lupus ery- 
thematosus. 

It is concluded from the pattern of observed 
reactions that the test is not specific for any disease 
state but rather is an obscure serum reaction with 
a specificity approximating that of the C-reactive 
protein, serum mucoprotein, and similar test pro- 
cedures. 

This study was supported, in part, by a grant from the 
National Institutes of Health, U. S. Public Health Service. 

Mr. Douglas Lawson performed all the tests in this study. 
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EVALUATION OF A NEW ORAL RESUSCITATOR 
FOR EXPIRED-AIR ARTIFICIAL VENTILATION 


Capt. William L. Lee Jr., Col. Arthur B. Tarrow 


Major Richard J. Ward, (MC), U.S. A. F. 


In view of the recent evidence that “mouth-to- 
mouth” and other forms of expired-air resuscitation 
are the most effective methods of artificial ventila- 
tion, an evaluation of the Venti-Breather oral re- 
suscitator has been performed. 

Studies recently performed by Gordon and co- 
workers,’ Elam and others,? and Greene and co- 
workers * have shown that expired-air resuscitation 
is the only technique assuring adequate ventilation 
in all cases. In view of this fact, it would be of 
value if the public were encouraged to accept this 
type of resuscitative procedure as one of the 
methods for adults as well as for children. 


Methods of Study 


The valve was first evaluated for durability. It 
was made to perform during 36 hours of continuous 
operation under simulated operating conditions. 
The inhaling side was attached to an intermittent 
flow source of humidified compressed gas. A test- 
lung was attached to the exhaling side, simulating 
resistance of the average patient. On conclusion of 
36 hours of continuous operation, there was no 
detectable damage or alteration of operating ability. 

In evaluating the ventilatory adequacy of the 
unit for resuscitative purposes, arterial carbon 
dioxide and oxygen content were used as the cri- 
teria of adequate alveolar ventilation. These were 
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determined by the manometric technique of Van 
Slyke. This is valid providing gas exchange between 
blood and pulmonary alveoli is not impaired. 

The following procedures were employed: Five 
adult patients exhibiting no evidence of pulmonary 
or cardiovascular disease, who were scheduled for 
minor operative procedures, were chosen as sub- 
jects. All blood samples were drawn in oiled 
syringes containing heparin. The syringes were im- 
mediately capped with mercury and placed in ice. 
They were sent as quickly as possible to the labora- 
tory for determination of arterial carbon dioxide 
and oxygen content. 

After light premedication with an opiate and 
scopolamine hydrobromide or atropine, a Cournand 
needle was introduced into the brachial artery with 
the patient under local anesthesia. A control blood 
sample was obtained. Then the patient was given a 
sedative dose of thiopental (Pentothal) sodium and 
paralyzed with intravenously given succinylcholine 
chloride. A period of apnea, one and one-half 
minutes long, was then allowed to supervene. This 
was done in order to provide blood and alveolar 
carbon dioxide concentration higher than that found 
normally. Concomitantly, this resulted in a decrease 
in alveolar and arterial oxygen concentration. This 
period of apnea produced a trend toward the 
arterial carbon dioxide and oxygen content found in 
asphyxiated subjects without endangering the pa- 
tient. A second arterial blood sample was then 
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drawn as before. After this period, artificial ventila- 
tion was instituted by means of the Venti-Breather 
oral resuscitator. After two minutes of ventilation, 
a third arterial sample was collected. Ventilation 
was then done for eight more minutes in this man- 
ner, at the end of which time a fourth arterial 
sample was drawn and analyzed for oxygen and 
carbon dioxide content. 


EXHAUST PORT CLOSED BY 
VALVE ASSEMBLY 


CONNECTION FOR OXYGEN 


VICTIM'S INHALATION MASK 


TO VICTIM 


Fig. 1.—Inhalation phase of resuscitator unit. 


Results 


In all instances, the arterial carbon dioxide and 
oxygen content after two minutes of expired-air 
ventilation with the Venti-Breather unit was near 
control levels. Average values were 16.5 vol. % for 
oxygen and 44.0 for carbon dioxide (control, 18.0 
and 40.6 vol. % respectively). This was in contra- 
distinction to those obtained after one and one-half 
minutes of apnea: 8.0 and 48.0 vol. % respectively. 
These values remained satisfactory in the 10-minute 
sample, when the average oxygen level was 17.7 
vol. % and carbon dioxide, 38.7 vol. %. This would 
indicate that adequate alveolar ventilation had been 
performed in all subjects by the expired-air resusci- 
tation technique with use of this valve. 

Airway pressures delivered by this valve were 
determined by the insertion of a polyethylene tube, 
4 mm. in diameter, in a leak-free manner through 
an opening in the side of the valve unit. This tube 
was placed under the mask via the nasal route into 
the trachea and connected to a U-tube mercury 
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manometer. The average inspiratory pressure ob- 
tained was 12 mm. Hg; the average expiratory 
pressure was 0. 

Airway pressures were not correlated with tidal 
volume. However, the patients’ chest cages were 
well expanded in all instances. 


Comment 


The development of the Venti-Breather oral 
resuscitator is a step toward obtaining public ac- 
ceptance of expired-air resuscitation. It eliminates 
the necessity for direct mouth contact, thus render- 
ing the procedure esthetically more acceptable. 
After the resuscitator inflates (fig. 1) the patient's 
exhalation occurs through a one-way valve (fig. 2). 
This obviates the need to remove the resuscitator’s 
mouth from the patient during the patient’s exhala- 
tion and increases the effectiveness and ease of the 
procedure. 

The unit is compact, simple, and easy to use. It 
can be used by itself or in conjunction with ac- 
cessory equipment, such as additional face masks, 
oral airways, and endotracheal tubes. For these 


VICTIMS VENTED BREATH 


EXHAUST PORT OPEN 


CONNECTION FOR OXYGEN 


| 


| 
| VICTIM'S INHALATION MASK 
| 


VICTIM'S EXHALED 
BREATH 


Fig. 2.—Passive phase of resuscitator unit. 


reasons, it, or a similar device, appears to be of 
potential value as an addition to the armamentarium 
of “first aid.” 

The studies which were done by Gordon and 
associates,’ Elam and associates,” and Greene and 
associates * have shown that expired-air ventilation 
is the only technique which assures an adequate 
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tidal exchange in 100% of cases, as well as reason- 
able arterial oxygen and carbon Cioxide levels. Our 
arterial carbon dioxide and oxygen studies agree 
with these studies and establish the efficacy of the 
Venti-Breather unit in expired-air artificial ventila- 
tion. 

Airway pressures during mouth-to-mouth resusci- 
tation ' have been in a range of 0 mm. Hg during 
exhalation to 15 mm. Hg during inhalation, where 
the average tida! exchange was approximately 890 
ce. Our results of pressure determinations using the 
Venti-Breather unit, as described under “Results,” 
are somewhat lower. This is attributable to the 
fact that the catheter in our determinations was 
placed intratracheally, as opposed to intrapharyn- 
geal placement. 

In evaluation of this method, as well as_ the 
manual methods of artificial ventilation, it can be 
considered analogous to the “pressure-limited 
volume-variable” type of artificial ventilator de- 
scribed by Elam and co-workers.* It is time-cycled, 
in that the rate is fixed by the resuscitating in- 
dividual. The volume delivered will vary according 
to the degree of “air flow obstruction” present. Air 
flow obstruction is an all-inclusive term used here 
to include upper airway obstruction by the tongue 
or mucus, lower airway obstruction by foreign 
bodies, or the degree of resistance imposed by the 
compliance facters of the lungs and chest cage. In 
certain individuals, the maintenance of a relatively 
unobstructed airway is difficult to accomplish by 
untrained individuals. Unless this can be accom- 
plished, inadequate ventilation and gastric disten- 
tion will result. In addition, a reasonably effective 
pressure seal must be maintained if an adequate 
tidal volume is to be delivered. The present tech- 
niques of expired-air resuscitation in adults require 
the resuscitator to use both hands to obtain an un- 
obstructed upper airway and effective pressure seal, 
leaving no free hand to minimize gastric distention 
or perform other tasks. These present methods also 
require removal of resuscitator’s mouth from that 
of the individual being resuscitated during ex- 
halation. 

This is obviated when this type of valve is used. 
The use of the valve with an attached oral airway 
and/or face mask greatly facilitates efforts of the 
resuscitator to establish a clear airway and maintain 
an effective airway seal, preventing pressure and 
volume losses. Evidence for this is that in the ma- 
jority of subjects a patent airway and effective mask 
seal can be obtained with the use of one hand by 
an individual properly trained in the correct method 
of manual application and of holding a face mask. 
This training is simple and requires only a few 
minutes. As a result, the resuscitator in most in- 
stances will have a free hand with which to com- 
press the stomach, minimizing any gastric distention 
which may occur. With further training, individuals 
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can be taught to follow the pulse rate with the 
same hand which is holding the mask by palpating 
the facial artery with the fifth finger as it crosses 
the edge of the mandible. 

Occasionally, an individual may be encountered 
in whom both hands are required to effect anterior 
displacement of the mandible before a_ patent 
upper airway can be established. The thumbs must 
then be applied to the mask to maintain an effective 
pressure seal. Rarely, a patent airway may only be 
established with the insertion of an oral airway. For 
these reasons training in these techniques should be 
given, but the necessity for such techniques will be 
the exception rather than the rule. 

It is possible that this unit or a similar unit with 
a mask of suitable type and three sizes of oral 
airways could be standardized into an expired-air 
resuscitation “kit” for general use. The adoption of 
a kit compounds the amount of equipment and may 
cause doubt or hesitation lest one or more pieces 
should be lost or broken. However, individuals 
could be instructed to disregard the absence of a 
part or parts from the kit, including the Venti- 
Breather unit itself, by demonstration of the fact 
that every item of equipment merely facilitates the 
ease and increases the efficiency of the procedure. 
Thus, the absence of one or more items of equip- 
ment would not preclude the institution of expired- 
air ventilation. 

Summary 


The efficacy in expired-air ventilation of the 
Venti-Breather unit was evaluated by determina- 
tions of arterial carbon dioxide and oxygen content 
and airway pressures. The unit proved adequate in 
its durability and its ability to allow the achieve- 
ment of adequate alveolar ventilation, as determined 
by blood carbon dioxide and oxygen studies. 

The valve is considered a step in advancing 
public adoption of expired-air ventilation as a pre- 
ferred means of resuscitative artificial ventilation. 

Box 1559 (Dr. Lee). 
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PURPURA FULMINANS TREATED SUCCESSFULLY WITH 
ANTICOAGULATION 


REPORT OF A CASE 


J. Russell Little, M.D., St. Louis 


The purpose of this report is to cite a case of pur- 
pura fulminans treated successfully with heparin 
sodium and to make a brief interpretive comment 
on the fundamental pathological process in this syn- 
drome. The clinical and laboratory data suggested 
that thrombosis, not hemorrhage, is a primary mech- 
anism of the pathological physiology. 

The clinical syndrome variously known as pur- 
pura fulminans, purpura hemorrhagica, purpura 
gangrenosa, and purpura necrotica was first de- 
scribed by Guelliot in 1854 and later (1586) by 
Henoch. Since that time, more than 100 cases have 
been reported in which one of the above diagnoses 
has been made. The exact number is impossible to 
determine, because many clinical syndromes other 
than purpura fulminans are included in these re- 
ports. In retrospect, it is difficult to determine how 
many Cases may represent meningococcemia, allerg- 
ic purpura, idiopathic thrombocytopenic purpura, 
streptococcic and other tvpes of bacteremia, or nu- 
merous other possible entities. The cases of purpura 
fulminans described recently have been character- 
ized in more precise detail ' and do seem to describe 
a single clinical entity. 

Purpura fulminans is the catastrophic occurrence 
of massive areas of gangrene appearing abruptly 
during convalescence from a relatively benign in- 
fectious illness. Most of the cases have occurred in 
children. Onset usually occurs two to four weeks 
after scarlet fever. Less frequently, cases have been 
reported in the wake of chickenpox (varicella) * 
and streptococcic pharyngitis.’ The characteristic 
lesion is a large bluish-black patch of cutaneous 
gangrene. Often tissues beneath the skin are also 
involved. Rarely visceral involvement has occurred. 
The lesions usually occur on the extremities and are 
often strikingly symmetrical. They appear abruptly, 
progress rapidly, and are usually associated with 
signs and symptoms of severe systemic toxicity. 
Most of the reported cases were fatal within the 
first 48 to 72 hours. Those patients who survived 
longer displayed the evolutionary changes of mas- 
sive gangrene, frequently necessitating amputation 
of extremities. Amputation has been the most fre- 
quently successful therapeutic measure. However, 
exchange transfusion, methionine, snake venom, 
vitamin K and rutin, and numerous other therapeu- 
tic measures are credited with some degree of suc- 
cess. 


From the Department of Internal Medicine, Washington University 
School of Medicine, and the Bares Hospital. 


The pathological change is circumscribed epider- 
mal and dermal necrosis with subcutaneous infiltra- 
tion by red blood cells. Sometimes perivascular in- 
filtration with inflammatory cells and intravascular 
coagulation have been demonstrable. Deficiencies 
of specific clotting factors in purpura fulminans in- 
clude fibrinogenopenia, factor V deficiency, throm- 
bocytopenia, and hypoprothrombinemia. 

The etiology of purpura fulminans has not been 
established. The occurrence of this syndrome dur- 
ing convalescence from an infectious illness sug- 
gests that it may represent a hypersensitivity phe- 
nomenon. The similarity between the pathology of 
this lesion and that of the local Shwartzman phe- 
nomenon has been stressed." 


A 14-year-old girl was admitted to the Barnes Hospitai on 
Nov. 19, 1957. Her illness began four weeks prior to admis- 
sion with the abrupt onset of fever, malaise, sore throat, 
cervical lymph node enlargement, and myalgia. Her parents 
thought she had a cold and she was treated with aspirin and 
bed rest. After some improvement, she had a mild exacerba- 
tion three weeks before admission, with fever and other 
symptoms but without sore throat, and was treated by her 
parents with a proprietary medicament containing aspirin, 
magnesium hydroxide, and yellow phenolphthalein. No other 
medicament was given. Nine days before admission, a painful 
bluish spot, “like a bruise,” appeared on her right leg over 
the tibia and spread rapidly during the next few hours. She 
was seen by a physician and hospitalized. The following day 
a similar bruise-like patch appeared on the lower part of the 
left leg. That same day she was transferred to St. Joseph’s 
Hospital in Hot Springs, Ark., as a patient of Dr. Driver 
Roland. 

At that time the range of hematocrit values was 30-40%, 
the white blood cell counts varied from 13,000 to 26,000 
per cubic millimeter, and the platelet count was 110,670 per 
cubic millimeter. The coagulation time (Lee-White) was 
greater than 45 minutes. Bleeding time was five minutes. 
The antistreptolysin-O titer was greater than 2,500 Todd 
units. Persistent and progressive fibrinogenopenia was sug- 
gested by the Fibrindex method,*? in which a standard 
thrombin solution is added to the patient’s plasma. The 
fibrin clot formation was consistently delayed and of poor 
quality. The prothrombin time was initially normal, but with 
fibrinogen depletion it became indeterminate because of lack 
of clot formation. Several grams of fibrinogen was given in- 
travenously, and a quantitative fibrinogen determination 
shortly thereafter showed a value of 185 mg. per 100 ml. 

Six days prior to her admission to Barnes Hospital, a third 
bluish patch developed on her left leg. Each lesion appeared 
in the skin and progressed rapidly in size during the first 
few hours, and then no subsequent enlargement was noted. 
In addition to intravenous injections of fibrinogen, the patient 
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was treated with blood transfusions and adrenal steroids. On 
Nov. 19, 1957, the patient was flown to St. Louis and ad- 
mitted to the Barnes Hospital. 

There was no personal or family history of allergy or 
bleeding disorder. Physical examination revealed an acutely 
ill girl complaining bitterly of intense pain in both legs. Her 
face was flushed, and she avoided even the slightest motion 
of her legs. Vital signs included temperature, 38.6 C (101.6 
F); blood pressure, 110/80 mm. Hg; pulse rate, 108 per 
minute; and respiration rate, 18 per minute. 

Figure 1 shows the extent of the gangrenous extremity 
lesions, which were black with discrete outlines and a 1.5- 
cm. rim of erythema about each lesion. There were super- 
ficial bullae containing serosanguineous fluid in each lesion. 
Both legs were massively edematous, with signs of fluid in 
both knee joints. The left femoral, popliteal, posterior tibial, 
and dorsalis pedis pulses were not palpable. The left foot 
was cold and cyanotic, with poor capillary return. Position 
sense, however, remained intact in the left foot. Pulsations 
of the abdominal aorta were easily palpable. 

Laboratory data were as follows: red blood cell count, 
4,630,000 per cubic millimeter; white blood cell count, 
17,300 per cubic millimeter; hemoglobin level,t 14.9 Gm. 
per 100 ml.; hematocrit value, 45%; and platelet count,° 
130,000 per cubic millimeter. The silicone clotting time ° 
was 20 mimutes, three times as rapid as the normal values 
for this laboratory. The one-stage prothrombin time * was 
18 seconds, with a control time of 22 seconds. The one-stage 
prothrombin time after barium sulfate—adsorbed plasma was 
added was 22 seconds, with a control time of 22 seconds. 


Fibrinogen level, determined gravimetrically, was 550 mg, 


per 100 ml., and fibrinolysin was not demonstrable. The 


be 


Fig. 1.—Appearance of lesions on patient’s legs nine days 
after onset. 


antistreptolysin-O titer was greater than 500 units. The test 
for Rumpel-Leede phenomenon showed negative findings. 
Cultures of the fluid from a bulla on the left leg yielded a 
coagulase-negative white staphylococcus. A blood culture 
drawn on admission was sterile, and findings on urinalysis 
were completely within normal limits. Fecal specimens 
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showed consistently negative results on guaiac testing. The 
serum bilirubin level, thymol turbidity, cephalin cholesterol 
flocculation, glutamic oxalacetic transaminase level, and al- 
bumin level were within normal limits. 

These data indicated accelerated coagulation with a normal 
fibrinogen level, slight factor V deficit, and mild thrombo- 
cytopenia. Because the clinical and laboratory evidence sug- 
gested a hypercoagulable state, with extensive superficial and 


Fig. 2.—Appearance of skin grafts applied after surgical 
excision of eschars shown in figure 1 


deep thromboses, a continuous intravenous infusion of hep- 
arin was begun within a few hours after admission. It should 
be noted that anticoagulation was undertaken only after the 
patient’s fibrinogen level was found to be adequate. She also 
received penicillin, streptomycin, methylprednisolone, and 
tolazoline hydrochloride. 

During the first week of hospitalization, the patient had a 
low-grade fever and required narcotics for relief of pain in 
both legs. Gradual improvement was apparent, however. Her 
extremity lesions formed thick black eschars, her edema sub- 
sided, and the arterial pulses in the left leg became palpable. 
Her fibrinogen level never fell below 360 mg. per 100 ml. 
She showed neither evidence of bleeding nor the develop- 
ment of any new lesions. 

On two consecutive days an anticoagulant dosage of war- 
farin (Coumadin) sodium was administered. On the 12th 
hospital day, the prothrombin time was 12% and the heparin 
infusion was discontinued. Although the prothrombin time 
remained less than 15°, within 12 hours the patient’s right 
foot became edematous, cyanotic, painful, and pulseless. The 
diagnosis of deep venous thrombosis with reflex arterial 
spasm was made. Heparin therapy was reinstituted, with 
vradual subsidance of the process without any serious se- 
quelae. 

On the 15th hospital day the administration of heparin 
was temporarily discontinued and the patient was taken to 
the operating room for excision of the extremity lesions. At 
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the time of surgery it was noted that the skin and subcu- 
taneous tissue, and even muscle fascia in some areas, were 
necrotic. Excision was accomplished easily, and split thick- 
ness skin grafts were applied. Deep subcutaneous adminis- 
tration of heparin was done every six hours postoperatively 
and finally discontinued on the 34th hospital day. The pa- 
tient’s postoperative course was uncomplicated. Further 
grafting procedures were also successful. The patient  re- 
quired no amputation, although early in her hospital course 
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Fig. 3.—Subcutaneous vein occluded by organizing throm- 
bus ( Masson's trichrome stain, « 32). 


this procedure was seriously considered. Figure 2 shows the 
appearance of the skin grafts in the early postoperative 
period. 

The patient was discharged from the hospital 61 days after 
her admission. She was ambulant and essentially asympto- 
matic. 

The microscopic pathology of the excised lesions is illus- 
trated in figures 3, 4, 5, and 6. There was hemorrhagic ne- 
crosis of skin and underlying tissue with associated inflam- 
matory reaction. Vascular changes were quite prominent. In 
necrotic regions, acute thrombophlebitis and secondary acute 
vasculitis were present. Thrombi were found in many med- 
ium-sized and small arteries and in both large and small 
veins. The thrombi were in ail stages of organization. Al- 
though most of the thrombi were of the usual variety, a few 
were seen to be composed solely of fibrin. 


Comment 


The case described above is similar to those of 
purpura fulminans with fibrinogenopenia reported 
by Heal and Kent '* and Dyggve.* Koller and co- 
workers '" reported two cases associated with factor 
V deficiency. Other authors” have described pa- 
tients with coagulation defects without specific 
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identification of the factors involved. Earlier case 
reports called attention variable degrees of 
thrombocytopenia. 

It is interesting to speculate about the mecha- 
nism of depletion of clotting factors in the present 
case and to consider the possibility of some com- 
mon pathological mechanism which may cause de- 
pletion of fibrinogen, factor V, and platelets. 

In any case of fibrinogen deficiency, there are 
three mechanisms which must be considered in its 
etiology: (1) diminished production of fibrinogen 
by the liver, (2) inactivation of fibrinogen by deg- 
radation of the molecule or by incorporation in an 
antigen-antibody complex, and (3) rapid peripheral 
utilization of fibrinogen to form fibrin, with or with- 
out the additional activation of fibrinolysis. In the 
patient described above, hepatic function tests re- 
vealed no evidence of liver disease. The possibility 
of degradation or inactivation of the fibrinogen 
molecule is more difficult to exclude, and there was 
no evidence to support or refute it. However, the 
postulated occurrence of extensive intravascular co- 
agulation with resultant fibrin deposition was sug- 
gested by the appearance of the patient’s legs. This 


Fig. 4.—Skin margin with full thickness destruction and 
subcutaneous hemorrhagic necrosis (hematoxylin and eosin 
stain, 


impression was confirmed subsequently by the path- 
ological findings. Data obtained from autopsy ' and 
surgical specimens '' of other patients with purpura 
fulminans confirm the existence of extensive throm- 
bosis in the region of the gangrenous lesions. 
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Schneider '* and Ratnoff and Conley '* have dem- 
onstrated that intravascular coagulation may result 
in fibrinogen depletion in man and in animals. Clin- 
ical syndromes in which intravascular defibrination 
is thought to exist are abruptio placenta, amniotic 
fluid embolism, retained dead fetus in utero, and, 
rarely, certain other obstetric complications. It is 
probably necessary to postulate an “infusion” of 
thromboplastic substances from the placental site 
in addition to coagulation in situ in order to explain 
the severe and rapid depletion of fibrinogen that 
occurs in these obstetric syndromes. However, Ash- 
worth and Stouffer believe that rapid thrombosis 
within the placenta may account for complete de- 
pletion of available fibrinogen. It is impossible to 
say whether the release of tissue thromboplastin 
was a factor in the fibrinogenopenia demonstrated 
in this case. However, the widespread perivascular 
tissue damage and the presence of venous throm- 
bosis far beyond the limits of the gangrene make 
this concept seem feasible. 

It is interesting to note that a significant diminu- 
tion of platelets and factor V has also been demon- 
strated in abruptio placentae associated with fibrino- 


Fig. 5.—Perivascular inflammatory infiltration (hematoxylin 
and eosin stain, x 225). 


genopenia. The relative severity of the depletion of 
fibrinogen, factor V, and platelets by coagulation 
would be determined by the nature and rapidity of 
the thrombotic process and the rate of their regen- 
eration by the liver and bone marrow. The suc- 
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cessful use of anticoagulation with heparin in pur- 
pura fulminans also lends support to the concept 
of intravascular defibrination with fibrinogen de- 
pletion in this syndrome. 

The similarity between the Shwartzman phenom- 
enon and purpura fulminans has become even more 
compelling since the interesting work of Stetson."* 


Fig. 6.—Small vessel with fibrin thrombus; larger vessel 
contains organizing thrombus (hematoxylin and eosin stain, 
x 210). 


He described the histological characteristics of the 
local hemorrhagic necrosis of the Shwartzman phe- 
nomenon. The evidence strongly suggests that the 
capillary and venule occlusion that occurs is a pri- 
mary mechanism and that, after interruption of the 
blood supply, necrosis of the involved vessels takes 
place and hemorrhage occurs later where the vessel 
walls have lost their integrity. Thomas and associ- 
ates '° have demonstrated a depletion of circulating 
fibrinogen after the second injection of challenge 
material (synthetic acid polymer ) in the production 
of the generalized Shwartzman phenomenon. It is 
suggested that the intravascular deposition of fibri- 
noid and the subsequent necrotizing lesions charac- 
teristic of the generalized Shwartzman phenomenon 
may be due to the precipitation of fibrinogen. A 
qualitative change in the fibrinogen molecule, char- 
acterized by its increasing precipitability in vitro, 
was regularly demonstrable after the second injec- 
tion of material used to elicit the Shwartzman phe- 
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nomenon. These workers also demonstrated an inhi- 
bition of the Shwartzman phenomenon as well as 
fibrinogen depletion after pretreatment with heparin. 
If the lesions of purpura fulminans are analogous to 
those of the localized Shwartzman phenomenon, a 
second rationale for the therapeutic use of heparin 
is apparent. 

In conclusion, it seems appropriate to suggest 
that the clinical and pathological entity designated 
as purpura fulminans is inappropriately categorized 
with the purpuras. Similar objection may be raised 
to other designations, i. e., purpura hemorrhagica 
and purpura gangrenosa, all of which somewhat in- 
accurately describe the pathological physiology of 
the characteristic lesion. Evidence is accumulating 
that the characteristic lesion in this syndrome is intra- 
vascular thrombosis and that hemorrhagic necrosis 
and depletion of coagulation factors are secondary 
phenomena. The somatic lesion of purpura fulmi- 
nans is not typical purpura; this fact was noted in 
some of the earliest case descriptions. The lesion is 
a gangrenous one with extensive necrosis, and the 
extravasation of red blood cells probaby occurs on- 
ly after vessel wall necrosis. Other authors '* who 
previously described massive gangrene of extremi- 
ties established that the lesion need not be confined 
to the skin and subcutaneous tissue. The dissatis- 
faction with the connotations of “purpura,” in addi- 
tion to the almost invariable association of the typi- 
cal gangrenous lesion with a previous infectious 
illness, have prompted an effort to coin a more 
descriptive term. It is suggested that the descriptive 
phrase “postinfectious intravascular thrombosis with 
gangrene” be employed for the present time. Per- 
haps future studies of the basic pathological physi- 
ology and biochemistry of this disease will clarify 
its nature and thereby permit more exact nomen- 
clature. 


Summary 


A case of purpura fulminans was treated success- 
fully with heparin anticoagulation. The illness fol- 
lowed an episode of pharyngitis, presumably of 
streptococcic origin, and was associated with 
marked hypofibrinogenemia. Heparin was used as a 
therapeutic agent because clinical and laboratory 
data suggested extensive intravascular thrombosis 
and a hypercoagulable state. The proposal is made 
that purpura fulminans is basically a disease of 
thrombosis and gangrene. The pathological similar- 
ities between the lesions of purpura fulminans and 
those of the localized Shwartzman phenomenon 
support the hypothesis that purpura fulminans is 
fundamentally a thrombotic disease. 

600 S. Kingshighway (10). 


The patient’s hospital care was supported by a fund estab- 
lished by the relatives of Dr. John Saxton, in his memory. 
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The heparin sodium used in this study was supplied as 
aqueous Heparin sodium and the methylprednisolone as 
Medrol by the Upjohn Company, Kalamazoo, Mich.; the 
tolazoline hydrochloride used in this study was supplied as 
Priscoline hydrochloride by Ciba Pharmaceutical Products, 
Inc., Summit, N. J. 
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COUNCIL ON FOODS AND NUTRITION 


VITAMIN PREPARATIONS AS DIETARY SUPPLEMENTS AND AS 
THERAPEUTIC AGENTS 


The Council has authorized publication of the following statement. 


Vitamin preparations are used extensively and 
are valuable when used properly. For the most in- 
telligent use and beneficial results in preventive or 
therapeutic medicine, the values and the limitations 
of vitamins should be realized. It is important that 
a clear differentiation be made between vitamins 
as dietary supplements and vitamins as therapeutic 
agents. The Council on Foods and Nutrition has 
reviewed the indications for administration of vita- 
mins in supplemental and therapeutic amounts, the 
composition and dosage of vitamin preparations, 
and the possible dangers of excessive use of certain 
vitamins. The following is the Council's present 
position on this matter. 


Recommended Dietary Allowances of Vitamins 
and Their Occurrence in Food 


Vitamins are essential nutrients, and their usual 
source is food. All the nutrients essential to the 
maintenance of health in the normal individual are 
supplied by an adequate diet, one which fulfills the 
Recommended Dietary Allowances, revised 1958, 
developed by the Food and Nutrition Board, Na- 
tional Research Council (Publication 589). The 
levels of nutrients recommended are desirable goals 
in nutrition for all normal, healthy persons. They are 
believed to be adequate for maintaining good nutri- 
tion throughout life. 
Normal Diets.—A convenient guide to the compo- 
sition of an adequate diet has been prepared by the 
United States Department of Agriculture (Leaflet 
424). Foods are classified according to their contri- 
bution of several nutrients, although emphasis is 
placed on key foods as important sources of certain 
nutrients. This daily food plan gives a basis for an 
adequate diet but permits the individual wide 
choice in his food selections. This is the fundamen- 
tal plan: 
Milk Group: Some milk daily— 
Children 3 to 4 cups 
Teen-agers 4 or more cups 
Adults 2 or more cups 
Pregnant women 4 or more cups 
Nursing mothers 6 or more cups 
Cheese and ice cream can replace part of the milk. 

Meat Group: Two or more servings, including—Beef, veal, 
pork, lamb, poultry, fish, eggs, with dry beans and peas 
and nuts as alternates. 


L. Wuirte, Se.D., Secretary. 


Vegetable-Fruit Group: Four or more servings, including— 
A dark green or deep yellow vegetable important for 
vitamin A—at least every other day. A citrus fruit or 
other fruit or vegetable important for vitamin C—daily. 
Other fruits and vegetables including potatoes. 

Bread-Cereals Group: Four or more servings—Whole grain, 
enriched, restored. 


This fundamental plan will supply the adult with 
one-half to two-thirds of the caloric allowance, 
four-fifths of the iron, four-fifths of the thiamine, 
nine-tenths of the niacin, and all of the riboflavin 
allowances. These nutrients and others not men- 
tioned will be raised to adequate amounts by the 
other foods normally included in the daily diet but 
not specifically mentioned in the basic plan. Foods 
such as butter, margarine, other fats and oils, sug- 
ars, desserts, jellies, and unenriched grain products 
serve to fulfill the caloric and nutrient allowances. 


TABLE 1.—Minimum Daily Requirements Compared with 
Recommended Dietary Allowances 


R.D.A., M.D.R., R.D.A., 


> Man, Children, Children, 

Vitamin* Adults Aged 25 6-11 Y 7-12 Yr. 

Vitamin A, U.S.P. units ....... 4,000 5,000 3,000 3500-4500 
1.0 1.6 0.75 1.1-1.3 


1.2 1.8 0.9 1.5-1.8 
Vitamin D, U.8S.P. units ....... 10) 400 400) 


* Comparable figures tor niacin are not given sinee the Recommended 
Dietary Allowances include preformed niacin and niacin made available 
from tryptophan, whereas the Minimum Daily Requirements consider 
only preformed niacin, 


Therefore, if the diet contains the key food groups 
in sufficient amounts, nutritional supplementation 
should be unnecessary. The proper selection and 
preparation of foods are important to the achieve- 
ment of an adequate diet. 

Minimum Daily Requirements.—The Recom- 
mended Dietary Allowances should not be con- 
fused with the Minimum Daily Requirements 
established for labeling purposes by the Food and 
Drug Administration. Nutrient contents can thus 
be expressed in terms of the proportion of daily 
requirements supplied. Minimum Daily Require- 
ments are the amounts of nutrients needed to pre- 
vent symptoms of deficiency and to provide a small 
factor of safety. Recommended Dietary Allowances 
are amounts of nutrients which will maintain good 
nutrition in essentially all healthy persons. Table 1 
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demonstrates the basic differences between the two 
concepts. Throughout this statement the Recom- 
mended Dietary Allowances will be used. 


Vitamins as Dietary Supplements 


Healthy persons whose diets are ordinarily con- 
sidered adequate may benefit from supplementary 
vitamins at certain special periods of life, such as 
during pregnancy and lactation. Vitamin supple- 
mentation is useful during periods of illness or 
deranged mode of life, which may result in impair- 
ment of absorption of nutrients or deterioration of 
dietary quality. Supplementation may also be of 
value to the individual who, through ignorance, 
poor eating habits, or emotional or physical illness, 
does not eat an adequate diet. The physician's pri- 
mary responsibility for these patients is to remove 
these disturbing factors rather than merely to allevi- 
ate their results. Nevertheless, until the disturbing 
factors have been discovered and, when possible, 
removed, supplementary vitamins are valuable in 
assuring adequate intake. 

Infants and Children.—The daily diet of the arti- 
ficially fed infant should be supplemented with 
vitamins C and D if the diet does not supply 30 mg. 
of vitamin C and 400 U. S. P. units of vitamin D. 
The diet should be brought up to these amounts, 
with care exercised that the intake of vitamin D is 
not excessive. The requirement of the breast-fed 
baby for vitamin D is not accurately known, but it 
is accepted practice to advocate 400 U. S. P. units 
of vitamin D supplement daily. Administration of 
vitamin D and, in artificially fed babies, of vitamin 
C should be started with the introduction of arti- 
ficial feeding. Too often administration of vitamin 
C is delayed even into the second month. When 
administration of the vitamins is started, the 
amount of vitamin D is often too great and the 
amount of vitamin C too small. Maximum calcium 
and phosphorus retentions are obtained with 300 to 
400 U. S. P. units of vitamin D daily. Not only are 
retentions no greater with larger amounts, but the 
use of 1,800 U. S. P. units or more daily for several 
months decreases appetite and, as a consequence, 
reduces the total retentions of calcium and phos- 
phorus and slows linear growth. Infants receiving 
unfortified skimmed milk formulas also require 
supplements of vitamin A (1,500 U. S. P. units daily). 

Healthy children fed adequate amounts of whole- 
some foods need no supplemental vitamins except 
vitamin D, which should be supplied throughout 
the growth period. An adequate intake of vitamin 
D-fortified homogenized milk or reconstituted evap- 
orated milk (1% to 2 pt. daily) provides the vitamin 
D required. The physician should determine the 
approximate amount of vitamin D supplied by 
foods before supplementing the diets. In certain 
instances, physicians may wish to supplement the 
diets of infants and children with preparations con- 
taining vitamins A, C, D, and certain B vitamins. 
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The Council believes that such preparations con- 
taining the B complex are not needed for routine 
use but would be of value for children with special 
problems. It is important that the growing child be 
introduced to a wide variety of wholesome foods, 
since food is the normal source of nutrients. 

Adults.—Healthy adults receiving adequate diets 
have no need for supplementary vitamins except 
during pregnancy and lactation when 400 U. S. P. 
units of vitamin D daily are required if the intake 
of vitamin D-fortified milk is low. In these periods 
of physiological stress, if any doubt exists as to the 
adequacy of the previous or present diet, supple- 
mentary vitamins in addition to vitamin D should 
be administered. 

Supplementary vitamins are useful during periods 
of emotional illness, which result in bizarre food 
habits or greatly diminished food intake. The choice 
of vitamin preparations to be used to insure a de- 
sirable nutrient intake in such instances should be 
based upon the physician’s evaluation of the pa- 
tient’s dietary pattern. 

When restricted or nutritionally inadequate diets 
are prescribed for pathological conditions, vitamin 
mixtures as supportive supplements are indicated. 
Examples of conditions in which such diets may be 
instituted include allergic states and chronic dis- 
eases of the gastrointestinal tract. Vitamin supple- 
mentation also is indicated when it is necessary to 
employ parenteral feeding. The character of the 
supplementation required will depend on the diet, 
the nutrients administered, and the period of time 
the regimen is maintained. 

In any prolonged illness associated with decreased 
food intake or in other situations in which an in- 
dividual is unable or unwilling to eat an adequate 
diet, the physician must decide whether supple- 
mentation is necessary. The extent of the illness or 
the nature of the dietary restriction should be 
evaluated to determine whether the level of vitamin 
supplementation should be equal to allowances 
under normal physiological conditions or in excess 
of them. 

Nutrition surveys in several areas of the United 
States have indicated that a variable fraction of 
certain segments of the population is not receiving 
sufficient varieties of foods to supply vitamins in 
amounts necessary to meet the Recommended Die- 
tary Allowances. Generalization of these findings as 
a basis for vitamin supplementation of healthy 
individuals is not rational. The methodology em- 
ployed in these surveys and the standards used for 
interpretation have varied considerably. It is neces- 
sary for the physician to evaluate each person 
individually. Correction of inadequacies should then 
be instituted, preferably by a proper diet, although 
supplementation with vitamins may be necessary 
until dietary adjustments are made and the body 
stores repleted. Avoidance of excessive or unneces- 
sary supplementation is, of course, desirable. 
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Multivitamin Combinations 


Multiple vitamin preparations should contain 
only those vitamins shown to be essential in human 
nutrition or metabolism. The Council recognizes 
that certain foods such as liver, yeast, and wheat 
germ are excellent sources of some of the vitamins 
but finds no evidence to justify special claims for 
such materials or their concentrates in multivitamin 
mixtures. The combination of vitamins in a supple- 
mentary mixture should have a_ rational basis. 
Several combinations meet these criteria. 

1. A combination of all the vitamins that have 
been demonstrated to be essential in human metab- 
olism may be desirable for supplementation of cer- 
tain restricted diets. Such preparations would in- 
clude vitamins A and D, ascorbic acid, thiamine, 


COUNCIL ON FOODS AND NUTRITION 


43/111 


listed under (a) in combination with ascorbic acid; 
or (c) a combination of a calcium salt and vitamin 
D in a stable form. 

3. A combination of vitamins that might be 
expected to be lacking concomitantly because of 
their common distribution in foods also might be 
desirable for supplementation. Examples would in- 
clude the fat-soluble vitamins A and D or vitamins 
of the B complex as previously noted. 

Quantities for Dietary Supplementation.—The 
quantities of vitamins included in mixtures for die- 
tary supplementation should furnish daily an 
amount which approximately fulfills, but does not 
greatly exceed, the Recommended Dietary Allow- 
ances for vitamins as given in table 2. The physician 
should exercise more caution that his recommenda- 


TABLE 2.—Recommended Daily Dietary Allowances, Revised 1958° 
Vitamin Vitamin 
A, D, 
U.S.P. Thia- Ribofla- Niacin,+ Aseorbie U.S.P. 
Weight, Height, Protein, Caleium, tron, Units mine, vin, Mg. Acid, Units 
Age, Yr. Ky. (Lb.) Cm. (In.) Calories im mn. Mg. (1.U.) Mg. Meg. Equiv. Mg. (1.U. 
25 70 (154) 175 (69) 48,2003 70 OLN 10 5.000 1.6 1.8 21 75 
45 70 (154) 175 (69) 3.000 70 10 5,000 1.8 75 
65 70 (154) 175 (69) 2550 70 10 5 000) 1.3 1.8 Is 
25 5S (128) 163 (64) ? 300 OS 12 5.000 13 17 70 
dS (128) 163 (64) ? 200 OS 12 5.000 1.1 15 17 70 
65 DR (128) 163 (64) 12 5.000 1.0 1.5 17 70 
Pregnant (second halt) +300 +20 1.5 1 6,000 1.3 2.0 +3 1k) 4) 
Lactating (850 ml. daily) + 1,000 +40 2.0 8,000 1.7 2.5 +2 150 400) 
2/12-6/12 6 (13) 60 (24) ky.x120 0.6 ) 1,500 0.4 6 0 400 
7/12-12/12 9 (20) 70 (28) kg. x 100 0.8 7 1,500) 0.5 Os 7 80 400 
CTO ccccscsesccsessess 1-3 12 (27) 87 (34) 1,300 0) 1.0 7 2,000 0.7 1.0 8 35 400 
4-5 Is (40) 109 (43) 1,700 1.0 2 1.3 11 400 
7-9 27 (60) 129 (51) 2100 60 1.0 10 3.500 1.1 1.5 14 60 400) 
10-12 36 (79) 144 (57) 2,500 70 12 12 4,500 13 1.8 17 75 400 
13-15 49 (108) 163 (64) 3,100 14 15 5,000 1.6 2.1 21 400 
16-19 63 (139) 175 (69) 3,600 100) 1A Io 0,000) 1.8 2.5 25 100 400 
13-15 49 (108) 160 (63) 2,600 av 1.3 5.000 138 20 17 400) 
16-19 D4 (120) 162 (64) 2,400 13 5.000 1.9 16 400 


* From Food and Nutrition Board, National Researeh Couneil. 


Sisters Allowances, published by National Researeh Council, 


} Applies to individuals usually engaged in moderate physical activity. 


Allowance levels are designed tor maintenance of good nutrition for normal, 
— persons living under usual environmental stresses in a temperate climate in the United States. 
a variety of common foods, providing other nutrients for which human requirements have been less well defined. 


Recommended allowances can be attained 
See text of Reeommended 


for more detailed discussion of allowances and of nutrients not tabulated. 
+ Includes dietary sources of preformed vitamin and precursor, tryptophan: 60 mg. of tryptophan = 
For office workers or 
Adjustments must be made for variations in body size, age, physical activity, 


l mg. of niacin. 
others in sedentary occupations they are excessive. 
and environmental temperature 


§ The Board recognizes that human milk is the natural food for infants and feels that breast teeding is the beat and desired procedure for meeting 


oe requirements in the first months of life. 


feeding is terminated. Allowances are not given for protein during infancy. 


riboflavin, niacin, pyridoxine, pantothenic acid, folic 
acid, and vitamin B,».. Vitamin K is not included, 
because dietary deficiency rarely occurs and be- 
cause this vitamin has special uses which are not 
adapted to inclusion in multiple vitamin prepara- 
tions, for example, prophylactic use for pregnant 
women and newborn infants. Vitamin D would be 
included in preparations for children, adolescents, 
and pregnant or nursing women and would be 
optional in others. 

2. A combination of vitamins having comple- 
mentary metabolic functions should prove useful 


in supplementation of certain restricted diets. 
These preparations might include (a) a com- 


bination of the B vitamins, thiamine, riboflavin, and 
niacin, with or without pyridoxine, pantothenic 
acid, folic acid, or vitamin B,.; (Db) the B vitamins 


No allowances are stated for the first month of life. Breast feeding is particularly indicated during 
é first month when infants show handicaps in homeostasis due to different rates of maturation of digestive, excretory, 
themed ale as listed pertain to nutrient intake as afforded by ecow’s milk formulas and supplementary 


and endocrine funetions. 
toods given the infant when breast 


tions are not increased in amount and _ that his 
patients do not follow the precept that greater con- 
centrations of vitamins are justified, in light of the 
little additional cost. There is a tendency for the 
patient to believe that, if a little is good, more 
would be better. It has not been demonstrated that 
larger amounts are beneficial under ordinary physi- 
ological conditions; in fact, an overdosage of vita- 
mins A or D can be harmful. 

The multivitamin preparations available today 
fall into three general categories, those that supply 
(1) about one-half the Recommended Dietary Al- 
lowances, (2) one to one and one-half times the 
Recommended Dietary Allowances, and (3) three to 
five times the Recommended Dietary Allowances. 
The Council considers the first class of preparations 
useful in dietary supplementation in situations as 


oe 
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noted in the section entitled Vitamins as Dietary 
Supplements. The preparations containing one to 
one and one-half times the Recommended Dietary 
Allowances (group 2) would be useful when supple- 
menting therapeutic diets or when prolonged illness 
or other causes significantly reduce food intake. 
After the normal diet is instituted, these higher 
potency preparations are not needed. The third 
general type of preparations containing three to 
five times the Recommended Dietary Allowances 
should be reserved for use in therapy as discussed 
in the section on Vitamins as Therapeutic Agents. 

Recommended Dietary Allowances have not been 
established for pyridoxine, pantothenic acid, folic 
acid, or vitamin B,., although all these substances 
are essential in human metabolism. The amounts 
present in diets considered adequate in other 
factors should serve as a guide for quantities to be 
used in supplementation. The amount of folic acid 
in supplementary vitamin mixtures should be no 
greater than that available from an abundant die- 
tary. Common experience indicates that this is a 
quantity which will seldom support hematological 
function in pernicious anemia and therefore will 
not mask the diagnosis of this disorder. Although 
this quantity is still to be determined, 0.3 mg. of 
folic acid is suggested tentatively as a proper maxi- 
mum amount for supplemental mixtures. 

An abundant dietary provides 2 to 10 meg. of 
vitamin B,., 5 to 10 mg. of pantothenic acid, and 
1 to 3 mg. of pyridoxine. Therefore, these levels are 
considered satisfactory in vitamin mixtures for 
dietary supplementation. Supplementary vitamins 
administered in the amounts suggested are safe. If 
the amount of one or more of the vitamins in these 
mixtures is markedly less than the recommended 
allowance, the supplemental value of the prepara- 
tion may be limited accordingly. 

Combination of Vitamins and Minerals.—Minerals 
have been combined with vitamins in mixtures for 
dietary supplementation. Although certain supple- 
mental vitamin mixtures with calcium, iron, or with 
both minerals have proved useful, there is no good 
evidence to support the inclusion of the 12 or more 
mineral elements essential for man. Few of these 
minerals are likely to be lacking, even in restricted 
diets. When iron is needed as a dietary supplement, 
it should be given as such in most instances. [ron 
and calcium might be included as optional ingredi- 
ents in certain supplemental vitamin mixtures, for 
example, for administration during pregnancy. A 
combination of calcium and vitamin D in stabilized 
form may be useful. Sodium, chlorine, and iodine 
are usually supplied by iodized table salt. Supple- 
mentation with copper is rarely needed since it is 
usually adequately supplied by the diet. Evidence 
is lacking that addition of the trace elements, such 
as manganese, zinc, cobalt, and molybdenum, to 
the human diet is needed. 
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Vitamins as Therapeutic Agents 


Vitamins in therapeutic amounts have proved 
valuable in both specific therapy and in supportive 
therapy in numerous pathological states. Vitamins in 
therapeutic amounts are indicated only in the 
treatment of deficiency states or pathological con- 
ditions in which requirements are increased. 

Therapeutic vitamin mixtures should be so 
labeled and should not be used as dietary supple- 
ments. The decision to employ vitamin preparations 
in therapeutic amounts clearly rests with the physi- 
cian, and the importance of medical supervision 
when such amounts are administered is emphasized. 

The quantities of vitamins included in mixtures 
intended for therapeutic use in the treatment of 
multiple vitamin deficiencies should approximate 
simple multiples of the amounts recommended in 
the National Research Council’s Recommended 
Dietary Allowances, revised 1958. It is seldom nec- 
essary to administer vitamins in amounts greater 
than three to five times the Recommended Dietary 
Allowances. In the rare instances in which larger 
quantities seem indicated, the vitamin(s) in ques- 
tion should be given separately. Although there is 
little danger of harm from larger quantities of the 
water-soluble vitamins because the excess is ex- 
creted readily, there is real danger of toxicity from 
larger amounts of fat-soluble vitamins because the 
excess accumulates in the body. In multivitamin 
preparations, the amount of vitamin D should not 
exceed three times the Recommended Dietary Al- 
lowances as previously stated. 

The combination of vitamins in mixtures intended 
for therapy should have a rational basis. Suitable 
combinations include (1) vitamins that have com- 
plementary metabolic functions and (2) vitamins 
that might be expected to be lacking concomitantly 
according to their common distribution in foods, or 
to similar chemical properties which influence 
absorption and biological availability. Examples 
would include (1) a combination of the B vitamins, 
thiamine, riboflavin, and niacin, with or without 
pyridoxine and calcium pantothenate; (2) a com- 
bination of these B vitamins with ascorbic acid; 
and (3) a combination of fat-soluble vitamins A 
and D or A, D, and K. In addition, a combination 
of vitamins A, D, ascorbic acid, thiamine, ribo- 
Havin, and niacin, with or without pyridoxine or 
calcium pantothenate, may be desirable. 

There is little evidence which warrants inclusion 
of folic acid and vitamin B,-. in therapeutic amounts 
in vitamin mixtures. As noted previously, folic acid 
in therapeutic dosage may mask the diagnosis of 
pernicious anemia and permit neurological lesions 
to develop while maintaining hematological remis- 
sion. When folic acid is indicated in therapeutic 
quantities, it should be administered separately. 
The need for inclusion of vitamin B,» in therapeutic 
vitamin mixtures in an amount in excess of that 
supplied by an abundant dietary has not been 
demonstrated to date. 
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Before vitamins or other therapeutic agents are 
prescribed in the treatment of anemia, the etiology 
of the anemia should be determined. This will per- 
mit administration of the proper hematinic agent, 
which will usually be a single factor, namely, vita- 
min By», folic acid, or iron. Preparations containing 
all or most of the known antianemic factors, vita- 
min B,», intrinsic factor, folic acid, iron, ascorbic 
acid, and copper, are, in the opinion of the Council, 
not justifiable. 


Toxicity of Vitamins A and D 


Inclusion of excessive amounts of fat-soluble vita- 
mins in therapeutic mixtures is scientifically un- 
warranted and potentially dangerous. The absence 
of excretory pathways for vitamins A and D and 
for carotene makes it necessary to limit their intake 
in order to avoid the development of hypervita- 
minosis. Daily dosage of more than 25,000 U. S. P. 
units of vitamin A should be followed carefully 
for toxicity. 

Hypervitaminosis A.—Apparently the body can 
tolerate quantites of vitamin A 100 times greater 
than the daily physiological requirement, but there 
is a definite possibility of harm from the prolonged 
ingestion of vitamin A in excess of 50,000 U. S. P. 
units daily. Chronic vitamin A intoxication occurs 
more frequently in children than in adults. De- 
pending upon the severity of the intoxication, chil- 
dren older than one year may develop anorexia, 
weight loss, irritability, fretfulness, pruritus, sebor- 
rhea-like cutaneous eruptions, fissuring at the 
corners of the mouth, and cracking and bleeding 
of the lips. Later signs include hepatomegaly, 
hydrocephaly, alopecia, painful swellings over the 
long bones with bone and joint pains and bone 
tenderness, hyperostosis, deep, hard, tender swell- 
ings in the extremities, and cortical thickening in 
tubular bones. Serum vitamin A levels are increased 
and are useful diagnostically. Vitamin A intoxica- 
tion in adults causes symptoms which are similar 
to those of hypervitaminosis A in children but are 
usually milder. Structural bone changes are not 
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likely to occur, and bone and joint pains are not 
so severe. Menstrual alterations, exophthalmos, and 
pigmentation of the skin have been reported. Tran- 
sitory increased intracranial pressure has been noted 
in severe acute toxicity. 

Hypervitaminosis D.—There is great variation in 
individual tolerance to large amounts of vitamin D. 
Several factors influence response to continued in- 
gestion of large amounts of vitamin D, including 
exposure to ultraviolet light, dietary calcium, and 
the endocrine system. A daily intake of 1,800 
U. S. P. units continued over long periods of time 
may be mildly toxic in children. However, in the 
uncommon syndrome, refractory rickets, as much as 
50,000 to over 100,000 U. S. P. units daily may be 
tolerated or, indeed, required. 

The early symptoms of vitamin D intoxication 
include anorexia, nausea, headache, polyuria and 
nocturia, and diarrhea. Pallor and lassitude are also 
common findings in children, Later symptoms and 
signs include weakness, fatigue, renal damage, 
metastatic calcification, and depression. Hypochro- 
mic, normocytic anemia with azotemia has been 
reported in adults with hypervitaminosis D. When 
large dosages of vitamin D are administered, fre- 
quent determinations of serum and urine calcium 
should be made. An increase in the serum calcium 
to a level above 11 mg. per 100 ml., occurring in 
association with a high intake of vitamin D, is an 
indication for interdiction of the vitamin D supple- 
ment. 

Comment 


Vitamin mixtures, other than those discussed 
herein, may be demonstrated to be useful in therapy 
by further research. Until adequate scientific evi- 
dence is presented as to their value, however, such 
mixtures should not be advocated for general use. 
Public health will be served best by insistence on a 
factual basis for vitamin supplementation and 
therapy. It is sound judgment to emphasize re- 
peatedly that properly selected diets are the pri- 
mary basis for good nutrition. 


RONTIERS AND NEW VISTAS.—The frontiers and new vistas urgently 
awaiting attention are not in physical and chemical research and engineering 
but in man himself; not in technologies but in the wisdoms that give meaning 


and direction to them. Science has released to us tremendous energies and opportuni- 
ties, but we must turn inward for understanding and direction of these things. As sci- 
entists our opportunity is to see the interdependence of our individual specialties and 
the order of the Universe, of our individual selves and all mankind. We must under- 
stand more about healthy self-interest and our interdependence for we have neglected 
their importance to the lopsided cultivation of profits, power, prestige and “success,” 
pseudovalues, mirages and means rather than ends. We are part of humanity, units of 
living and loving and reasoning that are genuine communities, whose members are 
part of each other not in standardized parts but in common eagerness for the same 
values.—J. A. Aita, M.D., and G. A. Young, M.D., Love, Affection and Human Re- 
latedness, The Nebraska State Medical Journal, September, 1958. 
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FORT RITCHIE CONFERENCE 
ON YOUTH FITNESS 


HE third nationwide conference on the 

fitness of American youth was held at Fort 

Ritchie, Md., Sept. 9 and 10, 1958. The 

first such conference was held at the U. S. 
Naval Academy, Annapolis, Md., in June, 1956, 
having been postponed from September, 1955, 
owing to the illness of President Eisenhower. The 
second conference was held at the U. S. Military 
Academy, West Point, N. Y., in September, 1957. 
The first meeting was in the nature of an ad hoc 
conference out of which sprang two recommen- 
dations, namely, the establishment of a Presi- 
dent’s Council on Youth Fitness at Cabinet level 
and an advisory committee of outstanding citi- 
zens to work with and advise the Council. The 
President acceded to the recommendations of the 
ad hoc conference, creating the Council and the 
Advisory Committee. The meetings at West Point 
and Fort Ritchie, therefore, represent the first and 
second meetings of the Council with the Advisory 
Committee. 

The Council now consists of the Secretary of the 
Interior (Chairman) plus the Secretary of Defense; 
the Secretary of Agriculture; the Secretary of 
Labor; the Secretary of Health, Education, and 
Welfare; the Secretary of Commerce; and the ad- 
ministrator of the Housing and Home Finance 
Administration. The two latter were added to the 
membership of the Council at the Fort Ritchie 
meeting. The chairman of the Citizens’ Advisory 
Committee is Homer C. Wadsworth, executive di- 
rector, Kansas City Association of Trusts and Foun- 
dations. Five practicing physicians are included in 
the 100 citizens on the Advisory Committee, plus 
two public health physicians and two dentists. 
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The Fort Ritchie meeting marked the completion 
of two years of activity since the Annapolis meet- 
ing following which Shane McCarthy, J.D., was 
appointed executive director of the President's 
Council and established with a small staff in Wash- 
ington, D. C. The activities of the Council have been 
largely promotional in nature. The director spends 
an enormous amount of time and energy and covers 
great distances in going to all parts of the United 
States to engender enthusiasm for the improve- 
ments needed in the fitness of American youth. 

Among the basic principles enunciated from the 
beginning and reaffirmed at the Fort Ritchie meet- 
ing was the avoidance of any new and over-all 
agency of government to carry out the work. In 
the words of Mr. Wadsworth summarizing the pro- 
ceedings of the Fort Ritchie conference, “There is 
a singular agreement in your reports, that you are 
as unprepared as the President originally was—and 
the Council currently is—to see grow up any vast 
new bureaucracy in government. In fact, you have 
brought forth many constructive suggestions on 
how the existing instrumentalities of government 
at all levels may more appropriately serve the in- 
terest of youth than is currently the practice, and 
this is part of our obligation. In effect, you have 
reaffirmed the American way of dealing with social, 
educational, and cultural problems, and it is heart- 
ening that this is so.” 

In an able summary of the proceedings, Chair- 
man Wadsworth pointed out five major objectives 
of the program of the Council, in which the 
Advisory Committee concurred: First, there was 
emphasis on correct information, appraisal, and re- 
search; second, it was recommended that an in- 
formational kit be developed for the guidance of 
communities who may be seeking to initiate their 
own programs promoting youth fitness; third, it 
was recommended that the purposes and the pro- 
gram of the Council be more effectively publicized 
and promoted for the information of the American 
people and in order to enlist their support; fourth, 
the Council is visualized as a clearing house and a 
catalyst, and not an operating agency; fifth, the 
Council staff is to make every effort to draw on the 
experience of those who have been working in 
youth-serving agencies in order that newcomers in 
the field may be adequately oriented and prepared, 
and there may be a minimum of lost motion, need- 
less experimentation, and amateur bungling. 

The Citizens Advisory Committee rather boldly 
challenged the members of the President’s Council 
with the fact that few of them had attended previ- 
ous meetings with the Advisory Committee and, 
those who had, did not stay through the meet- 
ing. They invited the members of the President's 
Council to be present throughout the meeting and 
to participate in the working groups. Actually, the 
attendance from Cabinet members at the Fort 
Ritchie meeting was about as good as could be ex- 


a 
vind 


Vol. 169, No. 1 


pected from men with the responsibilities of Cabi- 
net officers. Chairman Seaton stayed throughout 
the entire meeting; Secretary Benson was present 
in person during part of the meeting; the Secre- 
taries of Defense and of Health, Education, and 
Welfare, and the Secretary of Labor, were repre- 
sented by Undersecretaries. The two newly added 
departments also were represented by high-ranking 
staff officials. 

For the first time at this meeting there were or- 
ganized in addition to the eight working groups of 
diversified character, the so-called special interest 
groups, one of which represented the health in- 
terests—the medical and dental professions, the 
public health, and other allied groups. These spe- 
cial interest groups made useful contributions to 
the final deliberations. 

Among general recommendations contained in 
the report that should be of interest to physicians 
may be mentioned the following: (1) that National 
Youth Fitness Week be proclaimed in time to per- 
mit sufficient advance planning and action by all 
organizations and avoid conflicts with other na- 
tional weeks; (2) that after the Youth Fitness Week, 
local committees evaluate their remaining needs 
for an effective fitness program and integrate these 
with facilities available from local authorities; pre- 
sumably, physicians in many local areas are now 
serving in active or advisory positions as part of 
their contribution to the general fitness program; 
(3) that the Council develop promotional materials 
by which communities can appraise all current 
plans, actions, and services relating to youth fitness, 
and ascertain gaps, inadequacies and inequalities in 
local plans and actions indicating barriers and 
deterrents to effective accomplishment of youth 
fitness goals, and the Council prepare and distribute 
an information kit for community action, so com- 
munities can help themselves in starting and carry- 
ing on effective youth fitness action programs in the 
broadest concept of the term. This kit should in- 
clude suggested guides for inventorving community 
facilities, as well as leadership and organizational 
resources. It should also include suggestions on how 
the community can organize an appropriate local 
group designed to secure more, coordinated action 
by public and private community agencies, includ- 
ing the local school system. 

Additionally, it was recommended that commu- 
nity councils and national organizations be encour- 
aged to appoint fitness liaison offices whose func- 
tion will be to report significant accomplishments 
and successful techniques to the Council] staff and 
that the Council staff be asked to compile and dis- 
seminate accomplishments in the form of a periodic 
community action newsletter. 

It was suggested that the Executive Committee 
of the President’s Citizens Advisory Committee of 
the Council issue a quarterly newletter stating spe- 
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cifically the progress that has been reported among 
the States or among the agencies of government in 
furthering vouth fitness programs. It was empha- 
sized that members of the Advisory Committee 
should stand ready, when requested by the Presi- 
dent’s Council, to carry the youth fitness message 
to the states and local communities through 
speeches and attendance at meetings. 

Among future activities resulting from the Coun- 
cil meeting may be a meeting of the leaders of exist- 
ing National Youth Organizations to focus attention 
on their programs and secure their cooperation. 
Also, it will be suggested that the President write 
to those governors who have not, at yet, formed a 
Youth Fitness Committee, urging them to do so, 
and suggesting that the President's Advisory Com- 
mittee members in each state lend assistance in 
forming such a committee. It also was recom- 
mended that the Council seek to have the youth 
fitness program placed on the agenda of the Annual 
Conference of Governors. 

A copy of the report on the Fort Ritchie meeting, 
prepared by Mr. Seaton, can be obtained from the 
Superintendent of Documents, U. S$. Government 
Printing Office, Washington 25. The price is 25 
cents. Full title is “A Report to the President of the 
United States on the 1958 Fort Ritchie Meeting of 
the Council on Youth Fitness with the Citizens’ 
Advisory Committee.” 

The medical representatives at the conference 
agreed that there was nothing in the proceedings to 
which the medical profession would be likely to 
take serious objection. As to supporting the Presi- 
dent’s program, the time-honored interest of the 
medical profession in the health of our people at 
any age is all the pledge that is needed to assure 
the President and his Council and the Citizens’ 
Advisory Committee that the medical profession 
will not be lacking when opportunity arises for con- 
structive action. 


NUMBERING THE PAGES IN THE JOURNAL 


A recent regulation of the U. S. Postoffice Depart- 
ment requires that periodicals mailed at second 
class postage rates number their pages in each issue 
in sequence. Accordingly, beginning with this issue, 
THE JourNnat will use a dual pagination system. 
The page numbers of the editorial pages will con- 
tinue to appear in boldface type and the issue page 
numbers will be placed in front of them in light- 
face type. An example of this is 50/2. This means 
the 50th page of the issue and the second editorial 
page. On the next page the pagination would be 
51/3, and so on. This dual numbering system will 
enable THE JoURNAL to maintain continuity in the 
pagination of editorial content from issue to issue, 
and, at the same time, it will comply with the new 
postal regulation. 
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ORGANIZATION SECTION 


STATEMENT ON JOINT CONFERENCE 
COMMITTEE 
Preamble 


As the art and science of medicine have become 
more complex and more comprehensive, hospital 
services, of necessity, have followed suit in an effort 
to produce maximum results from medical progress. 
For this reason and because of the other joint and 
separate responsibilities which physicians and hos- 
pitals have in providing medical care and hospital 
services, organization and cooperation are essen- 
tial. 

These responsibilities cannot be discharged with 
maximum effectiveness without proper liaison be- 
tween doctor and hospital, the doctor being repre- 
sented in an organized manner by a medical staft 
and the hospital by its governing body and that 
body's designated representative, the administrator. 

In addition to, but not in conflict with, regular 
established lines of authority and responsibility, 
there should be a common ground where these two 
groups can meet in order that there may be a mu- 
tual understanding of each other's activities and 
problems, A suitable medium for this interchange 
of information and discussion is the Joint Confer- 
ence Committee. 

This document seeks to encourage the develop- 
ment and to strengthen the role of the Joint Con- 
ference Committee of the Board of Trustees and 
medical staff. It urges the establishment of such 
Joint Conference Committees because it believes 
that they will bring to bear on major decisions 
which must be made in the hospital a full measure 
of broad experience, intelligence, responsi- 
bility. 

Such a committee should be a part of the organi- 
zational structure of every hospital. It should exist 
even where there is medical staff representation on 
the governing board. The representatives of this 
committee meet, not as representatives of the de- 
partments from which they were chosen but as 
members of the committee as a whole, in the inter- 
est of the patient, the physician, the hospital, and 
the community. 


The Joint Conference Committee 


The Joint Conference Committee is a discussion 
committee of the governing board and the medical 
staff. It has no intrinsic authority; if allowed to be- 
come an action group its usefulness will at once be 
jeopardized. 


“This statement was approved by the Board of Trustees of the Ameri- 
can Medical Association, June 20, 1958, and by the American Hospital 
Association at its meeting, Nov. 20-21, 1958. 


J.A.M.A., Jan. 3, 1959 


Purposes: Its purposes, all directed toward better 
patient care, should be at least three: (a) Com- 
munications to keep board, staff, and administra- 
tion cognizant of pertinent actions taken or con- 
templated by one or the other. These should be re- 
ported to the committee even though they do not 
require action by more than one component of it. 
Open communications through the Joint Confer- 
ence Committee will emphasize the importance of 
prior knowledge of all affected groups before action 
is instituted and will thus prevent misunderstand- 
ing. (b) Plans for growth and inevitable change in 
the hospital organization should be considered by 
this committee. (c) Problems or issues which arise 
in the operation and affairs of the hospital affecting 
all parties should be brought to the committee for 
consideration. 


Organizations 


While the Joint Conference Committee may be 
organized in any of several ways the following, 
which is only a guide, is offered as an example: 

(a) The Joint Conference Committee of the gov- 
erning board and the medical staff should be com- 
posed of equal numbers of representatives elected 
or appointed by the governing board and the medi- 
cal staff. The administrator should be an ex officio 
member of the committee. 

(b) The chairman of the Joint Conference Com- 
mittee may be alternated between representatives 
of the governing board and of the staff. 

(c) The Joint Conference Committee should 
meet at regular intervals no less frequently than 
four times per year and should meet on call when 
necessary. 

(d) The committee should feel free to invite 
to its meetings persons within or without the hos- 
pital who can contribute from their specialized 
knowledge or experience. 

(e) A formal agenda should be prepared from 
suggestions of the members and submitted to all 
members of the committee in sufficient time before 
the meeting. 

(f) Minutes should be kept by the secretary and 
should be maintained in the permanent records 
of the hospital. 

(g) A résumé of the minutes of the Joint Confer- 
ence Committee should be presented at meetings of 
the governing board and at meetings of the medical 
staff. 
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“CRASH” PROGRAM BEGUN BY NIH 


A “crash” program aimed at defining the impact 
of National Institute of Health programs on past 
and present operations of medical schools is ex- 
pected to be ready for a first draft report in early 
February. The final report with recommendations 
is due for presentation to Congress April 1. 

The study results from a congressional directive, 
and the task is of such import that a new Division 
of Training in Institutional Relations has been 
formed and staffed to accomplish the task. Dr. Ed- 
ward L. Turner, Secretary of the A. M. A. Council 
on Medical Education and Hospitals, journeyed to 
Washington last month to confer with NIH officials 
on the study. 

Dr. James Shannon, director of NIH, met last fall 
with the deans of 20 medical schools to explain the 
project which will be based on data covering three 
periods in the schools’ history: 1936, 1946, and 1956. 
The study will cover only 20 schools because of 
the short time allotted. 


NEW PUBLICATIONS OF THE COUNCIL 
ON MEDICAL SERVICE 


Following are new publications of the A. M. A. 
Council on Medical Service: 

The Hill-Burton Study, A Review of the Hos- 
pital Survey and Construction Act Since 1946. 

A Survey of Union Health Centers, 1958. Pre- 
pared by the Committee on Medical Care for 
Industrial Workers of the Council on Medical 
Service and Council on Industrial Health. 

Report of the A. M. A. Planning Conference on 
Medical Society Action in the Field of Aging, held 
in Chicago, Sept. 13-14, 1958. 

Report of the Commission on Medical Care 
Plans, Part 2. Contains statistical appendices and 
background materials and the results of various 
surveys and compilations prepared under the super- 
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vision of the members of the Commission. Part 1, 
which will be distributed at a later date, will con- 
tain the findings, conclusions, and recommenda- 
tions of the Commission. 


PHYSICIANS TRAVEL FAR FOR STUDY 


The mobility of physicians in search of postgrad- 
uate education appears to be virtually unlimited. 
This is one of the early results of a geographically 
oriented study being made by the A. M. A. Council 
on Medical Education and Hospitals. Based on data 
collected for the 1956-1957 academic year, the study 
covers 55% of the total enrollments reported that 
vear in 65% of the postgraduate courses in 72 cities. 
Preliminary findings show that many physicians en- 
roll in courses given hundreds or thousands of miles 
from their homes. A corollary finding is that those 
states which offer no courses of their own also con- 
tribute the fewest physician enrollments to post- 
graduate courses in other areas. Publication of the 
study is expected early next year. 


QUARTERLY CUMULATIVE 
INDEX MEDICUS 


Volume 59 of the Quarterly Cumulative Index 
Medicus, covering literature for the first half of 
1956, has been mailed to subscribers and is now 
available for purchase from the Order Department 
of the American Medical Association. Editing and 
reproduction of copy for Volume 60 is in progress. 


JOURNAL INDEX 


The index to volume 168 of THe JouRNAL will 
appear in the Jan. 10, 1959, issue. Those who wish 
extra copies of the index may receive them, without 
charge, on request to the Order Department, 
American Medical Association, 535 N. Dearborn 
St.. Chicago 10. 
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PENNSYLVANIA PUBLIC RELATIONS 
CONFERENCE LEADS THE WAY 


RESUME.—Review of current program in Pennsylvania to 
bring about better distribution of medical care to the entire 
state. Presentation of the Kansas Plan which has been in 
action long enough to show what a state can do to increase 
and improve medical care. First official presentation of the 
study, “Pennsylvania Rural Physicians—Their Satisfaction 
with Medical Practice.” State and A.M.A. activity in the field 
of placement service. 


The Medical Society of the State of Pennsylvania 
marked up a first in public relations when John 
F. Hartman Jr., M.D., member of the state Public 


Relations Committee, called to order the eighth 
annual Public Relations Conference. This open 
session of the 108th annual meeting of the Pennsyl- 
vania medical group is the first in the United States 
to be devoted entirely to Physician Placement 
Service activities. 


Charles J. H. Kraft, M.D., chairman of the 
Pennsylvania Committee on Rural Health and 
Physician Placement, reviewed the activity of his 
committee in this area for the past several years. 
During this period a comprehensive set of printed 
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forms has been developed for securing pertinent 
information from physicians seeking a location for 
practice and from communities seeking a physician. 
No attempt has been made to “match” the physician 
with the community, but rather the function of the 
service has been to provide a source of information 
for physicians and communities. 

“Physician Placement and the Medical School” 
was discussed by W. Clark Wescoe, M.D., dean of 
the University of Kansas Medical School. A little 
over 10 years ago the Kansas Medical Society and 
the University of Kansas Medical School outlined 
a cooperative program designed to bring more and 
better care to the small communities of Kansas. 
The three-point program aimed toward (1) increas- 
ing the size and facilities of the state-supported 
medical school (this included an active preceptor- 
ship program), (2) making postgraduate courses 
available the year round at the Kansas City Med- 
ical Center and even carrying such to the areas 
where physicians have difficulty in getting away 
from a solo practice, and (3) establishing an active 
placement service to work with communities seek- 
ing a physician and to bring these to the attention 
of their medical school graduates as hospital train- 
ing is completed. No county in Kansas is now with- 
out a physician. 

The presentation of the four-year study, “Pennsy]l- 
vania Rural Physicians—Their Satisfaction with 
Medical Practice” was made by William G. Mather, 
Ph.D., head of the department of Sociology and 
anthropology at Pennsylvania State University. 
This study, made by William G. Mather and Kinzo 
Yamamoto, draws a parallel between rural-reared 
and urban-reared physicians in private practice in 
rural areas of Pennsylvania. (“Rural” is used in the 
study to connote open country and towns of less 
than 2,500 population.) 

Information was secured from a series of mailed 
questionnaires, supplemented by personal inter- 
views of a 20% sample. Summarizing charts cover 
such subjects for the rural Pennsylvania physicians 
as (1) place of rearing (population-wise), (2) age 
according to place of rearing, (3) relationship be- 
tween age and average size of place of office, (4) 
preferred place of practice (if compelled to move), 
(5) degree of participation in community organiza- 
tions, (6) net income, (7) place of practice, and (8) 
years of practice. Also considered in the study 
were (1) size of place of rearing of the wife of the 
physician and (2) the occupational status of the 
father-in-law of the physician. 
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A staff member of the A. M. A. Council on Med- 
ical Service discussed the “Public Relations Impli- 
cations of Physician Placement.” Emphasis was 
given to the public relations value of having a 
physician when and where he is needed. An active 
placement service is not a guarantee of a physician 
in every place seeking one, but such a service does 
make the public aware that an effort is being made 
on the part of organized medicine to bring about 
a better balanced distribution of existing medical 
care. 

Specific activities of state medical associations 
in this area were discussed, such as (1) up-to-date 
and detailed information on areas seeking physi- 
cians for the use of physicians seeking a location, 
(2) planned field work, (3) statewide community 
medical rating surveys, and (4) medical school 
scholarships. Particular stress was given to the 
importance of the young physician-to-be answering 
the correspondence of those seeking his services. 
The public relations value of this factor should not 
be underestimated. 


COMMITTEE ON MEDICAL CARE FOR 
INDUSTRIAL WORKERS 


Compulsory Temporary Disability Insurance Pro- 
grams.—A new publication entitled “Compulsory 
Temporary Disability Insurance Programs” was 
issued in the latter part of November by the Com- 
mittee on Medical Care for Industrial Workers. 

The publication consists of five papers specially 
prepared at the committee’s request by program 
administrators of the statutory temporary disability 
programs in the states of California, New York, 
New Jersey, and Rhode Island and by the United 
States Railroad Retirement Board. 

The articles review the origin and development 
of each of the programs, describe eligibility and 
benefit provisions of the various programs under 
their respective laws, present current statistical in- 
formation on their experience, and present descrip- 
tions of types of administration of the programs. 

At the committee's request, each program admin- 
istrator included in the article submitted for publi- 
cation a brief review of the role of the medical 
profession in the administration of the law and, in 
some instances, described the status of relationships 
between the administrative agency and physicians 
in the community as well as local and state medical 
societies. 

Copies of the publication are available, without 
charge, on request to the Committee. 


Joint Committee of the Council on Medical Service and the Council 
on Industrial Health. 
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MEDICAL NEWS 


CALIFORNIA 


Directory of Psychiatrists.—The Southern California 
Psychiatric Society has recently published a Direc- 
tory of Psychiatrists and Psychiatric Facilities in 
Southern California. It is a plastic-bound book list- 
ing all psychiatrists in Southern California, both 
alphabetically and geographically, psychiatric hos- 
pitals, clinics, and out-patient departments, includ- 
ing their staffs, eligibility, requirements, etc. Copies 
are available from the Office of the Society. Please 
direct inquiries to: Southern California Psychiatric 
Society, 427 N. Camden Drive, Room 104, Beverly 
Hills, Calif. 


Society News.—The 1958-1959 officers of the Calli- 
fornia Academy of General Practice are: president, 
Dr. Carroll B. Andrews, Sonoma; president-elect, 
Dr. Leon O. Desimone, Los Angeles; secretary, Dr. 
Clarence T. Halburg, Redlands; treasurer, Dr. John 
A. C. Leland, Berkeley; executive secretary, William 
W. Rogers.——The Pan American Medical Associa- 
tion, Southern California Chapter, has elected the 
following officers for 1959-1960: president, Dr. Sal- 
vador Castanares; president-elect, Dr. Ross V. Parks: 
first vice-president, Dr. Joseph M. De Los Reves; 
second vice-president, Dr. Miguel A. Llanos; execu- 
tive secretary, Dr. Jose P. Badel; assistant executive 
secretary, Dr. Kenneth B. Jacques; treasurer, Dr. 
Carl E. Ebert; assistant treasurer, Dr. Milo Ellik; 
secretary, Dr. Charles J. Lopez; and assistant sec- 
retary, Dr. C. Vernon Sanders. The next meeting 
will be in March, 1959. 


Program on Pharmacology and the Mind.—A_ pro- 
gram on “A Pharmacologic Approach to the Study 
of the Mind” will be offered Jan. 25-27 at the Uni- 
vers 7 of California Medical Center, San Francisco. 
A staft of more than 40 general practitioners, psy- 
chiatrists, and medical scientists will participate. 
The aim of the program is “to go beyond the usual 
discussions of drug effects and deal with the ques- 
tions which must be answered before the so-called 
mental diseases can be approached successfully 
with the use of chemical compounds.” The program 
is presented by the University of California Schoo! 
of Medicine and the department of continuing 
medical education of University Extension in co- 
operation with the Langley Porter Neuropsychiat- 
ric Institute. A special guest wil] be Aldous Huxley, 


Physicians are invited to send to this department items of news of 
general interest, for example, those relating to society activities, new 
hospitals, education, and public health. Programs should be received 
at least three weeks before the date of meeting. 


speaking on “The Final Revolution.” Talks and 
panel discussions will deol with such topics as 
cerebral circulation, psychochemistry, psychophar- 
macology, a clinical approach to mental diseases, 
nonempiric approaches from the basic sciences, 
problems of research design and clinical evaluation, 
pharmacology of the tranquilizers, therapy with the 
tranquilizers, the hallucinogens, stimulants, phar- 
macology of monamine oxidase inhibitors, therapy 
with psychic energizers. Program chairmen are 
Robert M. Featherstone, Ph.D., chairman, depart- 
ment of pharmacology, and Dr. Alexander Simon. 
chairman, department of psychiatry and medical 
superintendent, Langley Porter Neuropsychiatric 
Institute, San Francisco. Information may be ob- 
tained from the Department of Continuing Educa- 
tion in Medicine, University of California Medical 
Center, San Francisco 22. 


FLORIDA 


Seminar on Cardiovascular Diseases.—The sixth 
annual seminar on cardiovascular diseases will be 
held Feb. 19-21 at the Prudential Auditorium in 
Jacksonville, sponsored by the Northeast Florida 
Heart Association in cooperation with the Division 
of Postgraduate Education of the College of Medi- 
cine of the University of Florida. The seminar has 
been accepted for credit by the American Academy 
of General Practice. The speakers are Drs. Samuel 
A. Levine, Boston; Irving S. Wright, New York 
City; Andrew G. Morrow, Bethesda, Md.; Victor A. 
McKusick, Baltimore; Max Michael Jr., Jacksonville; 
William J. Taylor, Gainesville; and Myron W. 
Wheat Jr., Gainesville. This seminar will include 
recent developments in the diagnosis and treatment 
of cardiovascular diseases. The formal lectures will 
be correlated with panel discussions and question 
periods in which the entire staff will participate. 
Information may be obtained from Dr. Daniel R. 
Usdin, Chairman, Cardiovascular Seminar, North- 
east Florida Heart Association, 1628 San Marco 
Boulevard, Suite 7, Jacksonville 7, Fla. 


IOWA 


Society News.—The Iowa Academy of General 
Practice has elected the following officers for the 
ensuing year: Dr. Lewis H. Jacques, lowa City, 
president-elect; Dr. Henning W. Mathiasen, Coun- 
cil Bluffs, vice-president; and Dr. Verne L. Schlaser, 
Des Moines, secretary-treasurer. Dr. Roscoe M. 
Needles, of Atlantic, was elected to a three-year 
term as director, and Dr. Ralph H. Moe, of Gris- 
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wold, was reelected national delegate and Dr. 
George A. Paschal, of Webster City, was elected 
alternate national delegate, both for two-year terms. 
Dr. Robert L. Knipfer, of Jesup, was presented the 
gavel and became president of the chapter for 
1958-59: Dr. Donald H. Kast, of Des Moines, the 
immediate past-president, became a member of the 
board of directors. 


MICHIGAN 

University and Hospital Plan Affiliation.—Approval 
of a proposed affiliation agreement between Wayne 
State University and Sinai Hospital has been given 
by the university's board of governors. With the 
acceptance of Sinai as an affiliate, the College of 
Medicine now has three private Detroit hospitals 
available for all phases of teaching, research, and 
patient care. The other private affiliates are Chil- 
dren’s Hospital of Michigan and Harper Hospital. 
Grace and Detroit Memorial hospitals have had 
departmental arrangements with the College of 
Medicine for several vears. Public hospitals used 
extensively by the College of Medicine for teaching 
are Detroit Receiving, Herman Kiefer, and the Vet- 
erans Administration Hospital in Dearborn. Sinai 
is a 230-bed hospital located in northwest Detroit. 
Stipulations of the agreement will be maintained 
through a permanent standing committee appointed 
jointly. 


NEW YORK 

Annual Surgical Lecture.—On Feb. 10 the Buftalo 
Surgical Society will sponsor the Roswell Park 
Lecture, this vear to be given by Dr. Michael E. 
DeBakey, chairman, department of surgery, Baylor 
University College of Medicine, Houston, Texas, on 
“Some Observations on Aortic and Arterial Sur- 
gery.” Dr. DeBakey will be awarded the society's 
gold medal, being given for the 12th time in honor 
of Dr. Roswell Park, professor of surgery, University 
of Buffalo, 1883-1914. Dr. Gustave P. Milkey, 518 


Linwood Ave., Buffalo 9, is secretary of the society. 


University News.—Albany Medical College has re- 
ceived a grant of $50,000 from the Kresge Founda- 
tion, which will be applied toward the cost of a 
new eight-story addition to house facilities for 
teaching and research. 


Decrease in Industrial Accidents.—Industrial acci- 
dents reported to the New York State Workmen’s 
Compensation Board during the nine months ended 
Sept. 30 were the lowest in New York State for any 
similar period since 1941. A total of 483,859 acci- 
dents were reported to the board from January 
through September of 1958. This is 74,435, or 13.3%, 
less than the 558,294 reported in the first nine 
months of 1957. The number of deaths reported to 
the board through September of this year was 1,121, 
or 9.6%, less than the 1,240 reported in the like 
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period last year. There were 11.5% fewer accidents 
in the New York metropolitan area in the first nine 
months of 1958, compared with the same period in 
1957. Included in the metropolitan area are the 
five boroughs of New York City and the counties of 
Nassau, Suffolk, Westchester, and Rockland. The 
decline in work-connected accidents reported in the 
rest of the state for the same periods was 15.7%. 


New York City 

Foreign Lectures by Grant Recipients.—Three mem- 
bers of the Columbia University faculty will lecture 
in Australia and Finland during this academic 
vear and next as Fulbright grant recipients. 
Theodosium Dobzhansky, Sc.D., professor of zo- 
ology, is to lecture in 1959-1960 in biology and 
genetics at the University of Svdnev, New South 
Wales, Australia. Dr. Bernard Raymond Fink, as- 
sistant professor of anesthesiology, College of 
Physicians and Surgeons, will lecture in 1958-1959 
on anesthesiology at the University of Turku, Fin- 
land. Victor K. La Mer, Ph.D., professor of chem- 
istry, will lecture in 1959-1960 in physical chemistry 
at the Division of Chemistry, Commonwealth 
Scientific Industrial and Research Organization. 
Melbourne, Australia. 


Conference on Diagnostic Data Processing.—The 
possibilities of using the facilities of modern com- 
puters to aid in medical diagnosis will be the 
subject of a conference to be held Jan. 14 at the 
Rockefeller Institute, New York City. The all-day 
session will be introduced by Vladimir K. Zworykin, 
Ph.D., director of the Medical Electronics Center 
of the institute. Participants in the conference will 
include medical diagnosticians, computer program- 
mers, electronic engineers, biophysicists, and hos- 
pital administrators. The conference will hear 
reports and consider a number of areas of medical 
diagnosis and hospital practice where computer 
use can result in more efficient use of medical fa- 
cilities, including the gathering and analysis of 
public health data, the keeping of comprehensive 
case histories, reduction of the number of laboratory 
tests, or the automatic requesting of missing tests. 
Attendance is by invitation. 


Programs at Psychotherapy Institute.—A stepped-up 
program of international exchange of scientific in- 
formation has been announced by the Postgraduate 
Center for Psychotherapy. Dr. Lewis R. Wolberg, 
medical director and dean, said that the center’s 
International Seminars on Mental Health henceforth 
will be scheduled twice a year instead of annually. 
The seminars, conceived and financed by the Sam- 
uel Rubin Foundation of New York and endorsed 
by the World Federation for Mental Health, bring 
to this country scientists from other parts of the 
world to share their ideas and concepts with 
leaders of American psychiatry. Dr. Konrad Z. 
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Lorenz, Viennese naturalist now with the Max 
Planck Institute in Westphalia, Germany, con- 
cluded a recent series with a lecture Oct. 30 at 
the American Museum of Natural History on in- 
born reaction patterns of animals. The international 
seminars are part of the public education program 
through which the Postgraduate Center for Psycho- 
therapy is attempting to further professional and 
public understanding of mental health problems 
and programs. The center provides therapy to about 
600 adults and children each week, conducts re- 
search, and trains psychiatrists, psvchologists, and 
psychiatric social workers for work in mental health 
clinics. Dr. Paul H. Hoch, New York State Com- 
missioner of Mental Hygiene, is chairman of the ad- 
visory council for the international seminars. 


NORTH CAROLINA 


Dr. Hohman Honored.—Dr. Leslie B. Hohman, pro- 
fessor of psychiatry, Duke University School of 
Medicine, Durham, is one of the four physicians 
who received citations from the National Society 
for Crippled Children and Adults during the so- 
ciety s annual meeting in November. Dr. Hohman’s 
citation, presented by Gov. Joseph J. Foss, of South 
Dakota, paid tribute to his “outstanding contribu- 
tions to knowledge and understanding of the 
problem of cerebral palsy” and his “more than ten 
vears of continuous and invaluable guidance to the 
Easter Seal Societies nationwide as Counselor in 
Neuropsychiatry.” Other physicians cited were Dr. 
Meyer A. Perlstein, pediatrician, of Northwestern 
University Medical School, Chicago; Dr. George G. 
Deaver, professor of clinical rehabilitation and 
physical medicine, New York University Medical 
College, New York; and Dr. Winthrop M. Phelps, 
medical director of the Children’s Rehabilitation 
Institute in Reisterstown, Md. All four are past- 
presidents of the American Academy for Cerebral 
Palsy and have been medical counselors to the 
Easter Seal Society. Dr. Hohman served last year 
as president of the American Psychopathological 
Association and in 1956-1957 as president of the 
North Carolina Society for Crippled Children and 
Adults. 


OHIO 


Dr. Hosler Visits U. S. S. R.—Dr. Robert M. Hosler, 
Cleveland, arrived in Moscow Sept. 12, following 
an invitation by Dr. V. A. Negovsky, Russian physi- 
cian whom Dr. Hosler cited in his technical manual 
on cardiac resuscitation and which led Dr. Ne- 
govskv to write to Dr. Hosler. The nine-day trip 
included a visit to the Institute of Resuscitation, of 
which Dr. Negovsky is the director. 


Personal.—R. O. Jones, M. P. H., of Bradenton, Flor- 
ida, has been named commissioner of the Mus- 
kingum and Guernsey County Health departments 
to succeed the late Dr. Martha Margaret O'Neal. 
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PENNSYLVANIA 


Prescription Blank Bears United Nations Symbol.— 
A prescription blank imprinted with a modified 
United Nations emblem reportedly is being used 
for the first time by Dr. Richard S. Troxel, Allen- 
town. Permission to use the United Nations emblem 
with the initials “UN” above and the affirmation 
“We Believe” below has been granted to Dr. Troxel 
as a participant in the committee’s program de- 
signed to enlist the support of all professions and 
business in behalf of the United Nations. This em- 
blem is also being used on personal and business 
letterheads, as a public service “drop-in” in national 
advertising, and at the passenger entrance of com- 
mercial aircraft. The President of the United States 
annually appoints the chairman of the United States 
Committee for the United Nations, a privately sup- 
ported citizens organization, now in its tenth vear 
of activity, whose purpose is to “arouse interest in 
and disseminate facts about the United Nations.” 


Personal.—Dr. William P. Yant, director of research 
and development for Mine Safety Appliances Com- 
pany, Pittsburgh, has received the Arthur Williams 
Award for “outstanding contribution to the con- 
servation of human life.” The event marked the 18th 
presentation of the award, given in honor of the 
late Arthur Williams, for many vears president of 
the American Museum of Safety. 


Philadelphia 

Grant for Research Building.—The National Insti- 
tutes of Health, Education and Welfare has granted 
Hahnemann Medical College $882,000 for the con- 
struction of a clinical research building. The grant 
was made with the proviso that it be matched by 
private funds. Grants for research at the medical 
college total $800,000 annually, for more than 125 
separate investigations. The proposed new structure 
would provide 50,000 square feet of space exclusive- 
lv for research by the departments of medicine, 
surgery, pathology, pediatrics, psvchiatry, radiology, 
obstetrics, and gynecology, and would more than 
double the current research facilities at Hahne- 
mann. The Clinical Research Institute building 
would replace the present Elkins Building, erected 
in 1901, situated between the main College build- 
ing, facing on Fifteenth Street, and the Hospital, 
facing on Broad Street. The Clinical Research In- 
stitute building will be the first new structure at 
Hahnemann since 1938, when the Klahr Auditorium 
and Building was erected. 


Hospital News.—The Anita Porter Clothier Me- 
morial Lobby of the Graduate Hospital of the 
University of Pennsylvania, completely redesigned 
and remodeled as a gift in memory ot his late wife 
by Mr. William J. Clothier, was presented to the 
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university at ceremonies Nov. 24. Dr. G. Morris 
Piersol, dean emeritus of the Graduate School of 
Medicine, presented the lobby to the university, 
and it was accepted on behalf of the university by 
Gaylord P. Harnwell, Ph.D., university president. 


Annual Hospital Clinical Conference.—The 11th 
annual clinical conference of the Wills Eye Hospi- 
tal Staff and Society of Ex-Residents will be held in 
Philadelphia at the hospital Feb. 19-21. The Arthur 
J. Bedell Lecture will be delivered by Dr. Brittain 
F. Payne on “Complications Following Cataract 
Surgery.” In addition to individual presentations 
and color television operations, clinical, surgical, 
and research subjects, the scientific program. will 
include special surgical clinics Feb. 19. That eve- 
ning there will be a scientific meeting of the 
Ophthalmological Section of the Philadelphia Col- 
lege of Physicians which will be preceded by 
dinner. Dr. Raynold N. Berke will be the guest 
speaker on the subject, “Surgical Treatment of 
Blepharoptosis.” The social activities will include 
an informal reception Feb. 20. The conference will 
be concluded by a dinner meeting of the Society 
of Ex-Residents of the hospital. For information 
write the Wills Eye Hospital, 1601 Spring Garden 
St., Philadelphia 30. 


TEXAS 


Symposium on Cancer Research.—The 13th annual 
symposium on Fundamental Cancer Research will 
be held Feb. 26-28 at the University of Texas M.D. 
Anderson Hospital and Tumor Institute, Texas 
Medical Center, Houston, under the title “Genetics 
and Cancer.” Co-sponsors are the University of 
Texas Postgraduate School of Medicine, American 
Cancer Society, Texas Division, and the Texas 
State Department of Health. Section topics include 
fundamental aspects of genetics in carcinogenesis, 
gene interaction in neoplastic growth, genetic 
basis of cell resistance, and heredity and human 
cancer. Papers to be presented by foreign partici- 
pants are: 
Radiation in Relation to Carcinogenesis and Mutation, R. 
Latarjet, Institut du Radium, Paris, France. 
The Plasmagene Theory and Cancer Genesis, C. D. Darling- 
ton, Oxford University, Oxford, England. 
Lysogeny, Transduction and Cancer Genesis, Elie Wollman 
and Francois Jacob, Institut Pasteur, Paris, France. 
Cytogenetics of Experimental Tumors, George Klein, Karol- 
inska Institute, Stockholm, Sweden. 
Relations of the Chromosome Status to the Origin and Pro- 
gression of ‘Tumors, Albert Levan, University of Lund, 
Sweden. 


The Bertner Foundation Lecture is scheduled for 
the afternoon of Feb. 27. For information write the 
M.D. Anderson Hospital and Tumor Institute, Texas 
Medical Center, Houston 25, Texas. 
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WISCONSIN 


Dr. Moe Gives Rogers Lectures.—The Wisconsin 
Heart Association presented the Dr. Malcolm F. 
Rogers Lectures, Nov. 6. Dr. Gordon K. Moe, pro- 
fessor of physiology, State University of New York 
College of Medicine, Syracuse, spoke on “The 
Physiologic Basis of Cardiac Arrhythmias.” 


University News.—Dr. Gernot B. Rath, of Bonn 
University, Germany, has been appointed visiting 
professor of history of medicine for the second 
semester of 1958-59. Dr. Rath studied medicine at 
the Universities of Marburg, Hamburg, Berlin, and 
Bonn. He obtained an M.D. degree at Bonn in 
1948 and turned then to the history of epidemics, 
anatomy in the middle ages, and medical writing in 
the 16th and 17th centuries. 


GENERAL 

Grants for Research.—Research grants and fellow- 
ships totaling $4,237,521 were awarded during the 
month of October by the National Institutes of 
Health, the Public Health Service's research center 
at Bethesda, Md. The bulk of the money 
($3,634,177) was in grants for support of research 
projects, of which more than half were concerned 
with research in the fields of arthritis, metabolic 
diseases, and mental health. The grants were made 
to 146 institutions in 35 states, the District of Co- 
lumbia, two territories, and seven foreign coun- 
tries. Research fellowships totaling $603,344 were 
awarded to 157 U. S. citizens for study in 79 institu- 
tions in 30 states, the District of Columbia, and six 
foreign countries. 


American Board of Medical Hypnosis.—The estab- 
lishment of the American Board of Medica! Hyp- 
nosis has been announced. The board will serve as 
a certifying body for physicians using medical 
hypnosis as part of their professional work. In addi- 
tion to examination and other prerequisites, it will 
be necessary for certified physicians to possess prior 
diplomate status in one of the American medical 
specialty boards approved by the Advisory Board 
for Medical Specialties and by the Council on 
Medical Education and Hospitals of the American 
Medical Association. The president of the American 
Board of Medical Hypnosis is Dr. Jerome M. 
Schneck, New York City, and the secretary- 
treasurer is Dr. Bernard B. Raginsky, Westmount, 
Canada. 


Campaign for Cytodiagnosis.—_Information to help 
communities take advantage of cytodiagnosis as an 
aid to early cancer detection has been furnished 
180,000 practicing physicians by the College of 
American Pathologists, Dr. Charles P. Larson, 
president of the college, has announced. A report 
of standards and procedures for their part in col- 


. 


Vol. 169, No. 1 


lecting cell samples for diagnosis has been sent to 
doctors, and will be made available to all medical 
students graduating within the next five vears. The 
compilation of data and its subsequent publication 
and distribution were made possible by a grant 
from the National Cancer Institute. Copies of the 
booklet are available to physicians from the College 
of American Pathologists, Prudential Plaza, Chi- 
cago |. 


Society News.—The officers of the Southwestern 
Medical Association elected Oct. 23-25 are: Dr. 
Alvin R. Clauser, Albuquerque, president; Dr. Rus- 
sell L. Deter, El Paso, president-elect; Dr. Howard 
D. Cogswell, Tucson, vice-president; and Dr. Merle 
D. Thomas, El Paso, secretary-treasurer. The 1959 
meeting will be held in Roswell, N. M.——Elected 
to office at the business session Nov. 6 of the 
American Society of Clinical Pathologists were: 
president, Dr. Edward L. Burns, Toledo, Ohio: 
president-elect, Dr. John J. Clemmer, Albany, 
N. Y.; vice-president, Dr. Clyde G. Culbertson, 
Indianapolis; secretary-treasurer, Dr. Cove C. 
Mason, Chicago; members of the executive com- 
mittee, Drs. Robert W. Coon, Burlington, Vt., Rich- 
ard E. Palmer, Alexandria, Va.——Elected to office 
at the 12th annual meeting of the College of 
American Pathologists were: president-elect (to 
take office fall, 1959), Dr. Frank C. Coleman, Des 
Moines, lowa; members of board of governors, Drs. 
William G. Bernhard, Newark, N. J., H. Russell 
Fisher, Los Angeles, Oscar B. Hunter Jr., Washing- 
ton, D. C., and John F. Sheehan, Chicago. 


Information Wanted on Rheumatic Disease Person- 
nel.—Because new units for the study of rheumatic 
diseases are being established in medical schools in 
this country and abroad, because there is need for 
information regarding fellowship and_ traineeship 
opportunities in rheumatic diseases in the United 
States and other countries and regarding potential 
and available candidates, and because information 
is needed concerning opportunities for temporary 
exchanges of personnel between medical schools 
here and abroad, the American Rheumatism Asso- 
ciation has recently established a Committee for the 
Exchange of Information Concerning Faculty 
Appointees and Fellows (EICFAF ). The committee 
will be pleased to receive information about fellow- 
ship and traineeship opportunities and faculty and 
other staff vacancies, as well as inquiries regarding 
available personnel. Such information and inquiries 
should be addressed to: Dr. Currier McEwen, New 
York University College of Medicine, 550 First Ave., 
New York 


Accidents Among Children.—Each year, the Metro- 
politan Life Insurance Company’s statisticians re- 
port, about 6,000 children from 5 to 14 years of age 
are killed accidentally. This is 40% of all the deaths 
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in this age range. The next leading cause of death, 
cancer, takes only a third as many lives as accidents. 
Motor vehicle accidents account for two-fifths of 
the deaths. At ages 5-9, three out of five of the 
motor vehicle deaths are among children run over 
or hit as they play on or cross streets, highways, 
and driveways. At ages 10-14, one-fourth of the 
children killed are pedestrians, and deaths in auto- 
mobile-bicycle collisions are at their peak. Home is 
the place of accident in 16% of the deaths among 
boys and 30% among girls at ages 5-14. One-fourth 
of the fatal injuries among bovs and one-eighth 
among girls occur in recreational and other outdoor 
places. Farm accidents account for only 7% of deaths 
among school-age children, but at ages 10-14, when 
boys are helping increasingly with the farm chores, 
10% of the accidental loss of life among boys occurs 
on farms. One-fiifth of the accidental deaths at ages 
5-14 result from drowning. Boys are the most fre- 
quent victims, drowning causing 24% of all fatali- 
ties as compared with 12% tor girls. Drownings 
increase in relative frequency as children grow 
older. Only 3% of the deaths are the result of falls. 
Among boys at ages 10-14 vears, 13% of the acci- 
dental deaths result from careless use of firearms. 


Proctologists Take Convention Cruise.—The com- 

ponent societies which make up the Quadrangular 

Proctologic Convention—the New England Proc- 

tologic Society, New Jersey Proctologic Society, New 

York Proctologic Society, and the Pennsylvania 

Proctologic Society (the New York group acting as 

host this year)—convened aboard the Ocean 

Monarch Novy. 14-22, “to permit the exchange and 

the dissemination of scientific knowledge and tech- 

niques related to the anus, rectum, and colon.” The 

program included the following topics and modera- 

tors: 

Anorectal Surgery, Dr. William H. Ramsey, Bryn Mawr, Pa. 

Prolapse and Procidentia, Dr. Gaspar Angelo, Cambridge, 
Mass. 

Pruritus Ani, Dr. George Becker, Paterson, N. J. 

Colon Surgery, Dr. A. W. Martin Marino, Brooklyn. 

Presacral Tumors, Dr. Saul Schapiro, Brooklyn. 

The Colitides, Dr. Frederick S$. Ellison, Hartford, Conn. 

Anatomy and Electromodalities, Dr. Norman L. Freund, 
Brooklyn. 

Proctitis, Dr. Urban R. Finnerty, Montclair, N. J. 

Amebiasis, Dr. John R. Keane, Boston. 

Submucosal Nodules, Dr. Sydney D. Weston, Brooklyn. 


Films on various anorectal and colonic subjects 
were shown. Each panel was followed by a 
question-and-answer session. Dr, Norman L. 
Freund, 163 Ocean Ave., Brooklyn 25, is Secretary 
of the New York Proctologic Society. Dr. Weston 
was program chairman. 


Swedish Chemist Wins Atomic Award.—Prof. 
George Charles de Hevesy, of Sweden, has been 
named winner of the second Atoms for Peace 
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award. The Hungarian-born chemist and teacher 
was selected unanimously from a list of 111 nomi- 
nees representing 19 countries. The award was 
announced by Detlev W. Bronk, president of the 
Rockefeller Institute and of the National Academy 
of Sciences, and chairman of the board of trustees 
of Atoms for Peace awards. Prof. de Hevesy will 
come to the United States to receive the award at 
ceremonies to be held in New York City in January. 
He will receive a gold medallion and $75,000 for 
“his basic contribution to the peaceful uses of 
atomic energy in the discovery and development of 
tracer techniques in chemistry, biology, and medi- 
cine using natural and artificial radioactive and 
stable isotopes and for his continuing work in these 
fields.” The award was created as a memorial to 
Henry Ford and his son, Edsel Ford, in response to 
President Eisenhower's appeal at Geneva for inter- 
national efforts to develop nuclear energy for peace- 
ful purposes. The Ford Motor Company has set 
aside one million dollars for the awards. The first 
award was presented to Niels Bohr on Oct. 24, 1957. 
Since the second World War, Professor de Hevesy 
has worked in Copenhagen and at the Research In- 
stitute for Organic Chemistry in Stockholm, his 
present home. 


Submarine Doctor Receives Gorgas Medal.—Lt. 
Commander John H. Ebersole, USN, medical officer 
of the USS Seawolf, one of the nation’s first atomic- 
powered submarines, has received the Gorgas 
Medal for his role in the development of nuclear 
medicine. The Gorgas award, consisting of a silver 
medallion, a citation and a check for $500, was 
presented at the annual dinner of the Association of 
Military Surgeons in Washington, D.C. Dr. Ebersole, 
veteran of the Seawolf’s recent 60-day underwater 
cruise, is the 16th recipient of the medal, presented 
annually for distinguished service in military medi- 
cine. The award is made by Wyeth Laboratories in 
memory of Surgeon General William C. Gorgas, 
whose work in controlling yellow fever made pos- 
sible the construction of the Panama Canal. The 
citation accompanying the Gorgas Medal reads: 
“For outstanding work in the field of radiobiology 
in connection with the U. S. Navy’s submarine pro- 
gram. As the first physician trained by the Navy for 
duty with a nuclear-powered submarine, he organ- 
ized the medical departments of the first two 
nuclear-powered submarines, USS Nautilus and USS 
Seawolf, and has shown that men may work, eat, 
and sleep in continuous proximity to a properly 
designed nuclear reactor for extended periods of 
time.” Dr. Ebersole has served as medical officer of 
the Medical Research Laboratory at New London, 
Conn. 


Support for Medical Scholars.—Grants of over $1,- 
160,000 were announced in the annual report of the 
John and Mary R. Markle Foundation, covering the 
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period July 1, 1957—June 30, 1958. The largest grant 
was $750,000 appropriated to medical schools in 
the United States and Canada toward the support 
of 25 young faculty members selected by the fund 
as “scholars in medical science.” The scholar pro- 
gram has been the major interest of the foundation 
for 11 years. During that time 231 physicians in 74 
medical schools have received help from appropria- 
tions totaling $6,800,000. The scholars chosen this 
vear are teachers and investigators in medical 
schools at the following colleges and universities: 
Alberta, Baylor, Buffalo, California (San Francisco 
and Los Angeles), Colorado, Cornell, Harvard, 
Johns Hopkins, Kansas, Michigan, North Carolina, 
Northwestern, Oklahoma, Pennsylvania, Queen’s, 
Saskatchewan, Tennessee, Vanderbilt, Medical Col- 
lege of Virginia, Western Ontario, Western Reserve, 
Wisconsin, Yale, and Yeshiva. A grant of $30,000 
toward the scholar’s support was appropriated to 
each medical school, at $6,000 annually for five 
vears. The fund also appropriated $150,000 to the 
Association of American Medical Colleges for gen- 
eral development of its program, and $200,000 to 
Washington University School of Medicine, St. 
Louis, to train young teachers and research workers 
in its basic science program. The Markle Founda- 
tion was established in 1927 by the late John 
Markle, Pennsylvania coal operator. Grants of 
nearly 20 million dollars have been made during 
the 31 vears the fund has been in existence. 


Award for Paper on Obstetrics and Gynecology.— 
The American Association of Obstetricians and 
Gynecologists has announced an award which shall 
be known as “The Foundation Prize” and_ shall 
consist of $500. Eligible contestants shall include 
only interns, residents, or graduate students in ob- 
stetrics and gynecology, and persons with an M.D. 
degree, or a scientific degree approved by the 
Prize Award Committee, who are actively practic- 
ing or teaching obstetrics, gynecology, or engaged in 
research in these fields. No fellow of the association 
shall be eligible and no candidate securing the 
award shall be eligible to compete again. Manu- 
scripts must be presented under a nom de plume, 
which shall in no way indicate the author’s identity, 
to the president of the foundation together with a 
sealed envelope bearing the nom de plume and 
containing a card showing the name and address 
of the contestant. Manuscripts must be limited to 
5,000 words, and must be typewritten in double- 
spacing on one side of the sheet with ample 
margins. Illustrations should be limited to such as 
are required for a clear exposition of the thesis. 
The successful thesis shall become the property of 
the association, but this provision shall in no way 
interfere with publication of the communication in 
the official journal of the association or, failing that, 
in a journal of the author’s choice. Unsuccessful 
contributions will be returned. Three copies of all 
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manuscripts and illustrations entered in a given 
vear must be in the hands of Dr. Jean Paul Pratt, 
Henry Ford Hospital, Detroit, president of the 
foundation, before April 1, 1959. The award will be 
made at the annual meeting of the association, at 
which time the successful contestant must appear in 
person to present his contribution as a part of the 
regular scientific program, in conformity with the 
rules of the association. The successful contestant 
must meet all expenses incident to this presentation. 
Inquiries should be addressed to the Secretary, Dr. 
E. Stewart Taylor, University of Colorado School 
of Medicine, 4200 E. Ninth Ave., Denver. 


CORRECTION 


Tolazoline and Lymph Node Biopsy.—In the item 
entitled “Tolazoline and Lymph Node Biopsy” in 
the Foreign Letter from Brazil, Dec. 13, 1958 issue 
of THE JouRNAL, page 2040, the word “prescalene” 
(the anatomic term and not a drug) should have 
read “tolazoline” throughout the paragraph. 


EXAMINATIONS 
AND 
LICENSURE 


MEDICAL SPECIALTY BOARDS 


AMERICAN BOARD OF ANESTHESIOLOGY: Oral. Phoenix, April 
5-10. All applications already on file. Sec., Dr. Forrest E. 
Leffingwell, 217 Farmington Ave., Hartford 5, Conn. 

AMERICAN BoarD OF DERMATOLOGY: Written. Several Cities, 
Oct. 5. Oral, Oklahoma City, Jan. 15-18, 1960. The final 
date for filing all applications is July 1, 1959. Sec., Dr. 
Beatrice M. Kesten, One Haven Ave., New York 32. 

AMERICAN Boarp Or INTERNAL MepicINE: 1959 Schedule— 
Written, Oct. 19. Final date for filing application is May 1. 
Oral. For candidates in the South and Southwest, New Or- 
leans, Feb. 3-6. Final date for filing application was Jan. 
1. Oral. For candidates in the Midwest. Chicago, April 
15-18. Final date for filing application was Jan. 1. Oral. 
For candidates on the West Coast. Final date for filing 
application is March 1. Oral. For candidates on the East 
Coast, Nov. 6-7, 9-10. Final date tor filing application is 
March 1. Examination in the Subspecialties. Gastroenter- 
ology. Philadelphia, April 17-18. Final date for filing ap- 
plication is Feb. 1. Sec.-Treas., Dr. William A. Werrell, 
One West Main St., Madison 3, Wis. 

AMERICAN BoarD OF NEUROLOGICAL SuRGERY: Examination 
given twice annually, in the spring and fall. In order to 
be eligible a candidate must have his application filed . 
least six months before the examination time. Sec., 
Leonard T. Furlow, Washington University School of 
Medicine, St. Louis 10. 

AMERICAN BoarpD OF OBSTETRICS AND GYNECOLOGY: Part I. 
Various parts of the United States and Canada, January 16. 
Candidates notified of their eligibility to participate in 
Part | must submit their case abstracts within thirty days 
of notification of eligibility. No candidate may take the 
written examination unless the case abstracts have been 
received in the office of the Secretary. Oral and Clinical. 
Chicago, May 8-19. Formal notice of the exact time of each 
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candidate’s examination will be sent him in advance of the 
examination dates. Candidates who participated in the 
Part I examinations will be notified of their eligibility for 
the Part II examinations as soon as possible. Sec., Dr. 
Robert L. Faulkner, 2105 Adelbert Road, Cleveland 6. 

AMERICAN BOARD OF OPHTHALMOLOGY: Written, qualifying 
test (Part I), Various Cities, Jan. 26. Oral. Philadelphia, 
June 2; St. Louis, Oct. 6-10, Sec., Dr. Merrill J. King, 22 
White St., Rockland, Maine. 

AMERICAN Boarp OF OrntTHOPAEDIC SURGERY: Part I, Wash- 
ington, D. C., Denver, Colorado and Rochester, Minn., 
Mar. 26-27. Deadline for filing application was Nov. 30. 
Part II. Chicago, Jan. 21-23, 1959. Deadline for receipt of 
applications was Aug. 15. Sec., Dr. Sam W. Banks, 116 
South Michigan Avenue, Chicago 3. 

AMERICAN Boarp OF OTOLARYNGOLOGY: Oral. Chicago, Oct. 
5-9. Final date for filing application is February. Sec., Dr 
Dean M. Lierle, University Hospitals, lowa City. 

AMERICAN Boarp OF PATHOLOGY: Boston, April 16-19. Final 
date for filing application is Feb. 28. Sec., Dr. Edward B. 
Smith, 1100 W. Michigan St., Indianapolis 7 

AMERICAN Boarp OF PHySsICAL MEDICINE AND REHABILITA- 
TION: Written, Part I, and Oral, Part II. Philadelphia, 
June 12-13. Final date for filing application is February 
15. Sec., Dr. Earl C. Elkins, 200 First St., S. W., Rochester, 
Minn. 

AMERICAN Boarp OF PLastic SurGERY: Oral and Written. 
Boston, May 9-i1. Final date for submitting case reports is 
Jan. 1. Corresponding Secretary, Miss Estelle E. Hillerich, 
4647 Pershing Ave., St. Louis 8, Mo. 

AMERICAN BOARD OF PREVENTIVE MEDICINE: Written. Public 
Health. Regional, Apr. 9-11. Occupational Medicine. Chi- 
cago, Apr. 17-19. Aviation Medicine. Los Angeles, Apr. 
24-26. Final date for filing application for all three ex- 
aminations is Jan. 15. Sec., Dr. Tom F. Whayne, 3438 
Walnut St., Philadelphia 4. 


AMERICAN BoarpD OF ProcroLocy: Oral and Written. Phila- 
delphia, September. Final date for filing application is 
March. Sec., Dr. Stuart T. Ross, 520 Franklin Ave., Garden 
City, N. Y. 

AMERICAN BoarD OF PsYCHIATRY AND NEUROLOGY: New 
York City, Dec. 15-16; New Orleans, Mar. 16-17. Training 
credit for full time psychiatric and/or neurologic assign- 
ment in unapproved military programs or services between 
the dates of Jan. 1, 1950 and Jan. 1, 1954 was termi- 
nated on Jan. 1, 1959. Sec., Dr. David A. Boyd, 102-110 
Second Ave. S. W., Rochester, Minn. 


AMERICAN Boarp or RaproLocy: Special Examination. Cin- 
cinnati, Mar. 16-19, 1959. Final date for filing application 
was Nov. 1. Candidates completing training June 30, 1959 
are not eligible for the Spring 1959 examinations. Sec., Dr. 
H. Dabney Kerr, Kahler Hotel Bldg., Rochester, Mixn. 

AMERICAN BoarpD OF SuRGERY: Written examinations ( Part 
1) will be held on December 2, 1959 at various centers to 
be announced later. Candidates are urged to apply several 
months before completion of training requirements al- 
though the closing date for filing applications is August 1. 
Those completing training requirements after September 
30 cannot be considered for the Part I examination in 
December of the same year. Part II. Houston, Tex., Jan. 
12-13; New Haven, Conn., Feb. 9-10; Durham, No. Car., 
March 9-10; San Francisco, April 13-14; Indianapolis, 
May 11-12; Columbus, Ohio, May 14-15. Sec., Dr. John 
B. Flick, 1617 Pennsylvania Blvd., Philadelphia 3. 

Boarp oF THoracic SurGcery: Oral. Los Angeles, April. 


Final date for filing application is Dec. 1. Sec., Dr. Wil- 
liam M. Tuttle, 1151 Taylor Ave., Detroit 2. 


AMERICAN Boarp OF Uro.ocy: The oral will be given in 


Chicago in February 1959. Sec., Dr. William Niles Wi- 
shard, Jr., 30 Westwood Road, Minneapolis 26. 
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GOVERNMENT SERVICES 


ARMY 


Award for Exhibit.—A gold medal was awarded to 
an Armed Forces Institute of Pathology exhibit on 
pathology of ionizing radiation injury to hematopoi- 
etic organs which was displaved at the joint meet- 
ing of the American Society of Clinical Pathologists 
and the College of American Pathologists, in Chi- 
cago, in November. The exhibit compared the ef- 
fects of radiation on blood-forming organs in pigs 
with those following the injection of an artificially- 
produced isotope (cobalt “’ bead) into the spleen 
and bone marrow of pigs. These experiments were 
conducted by Col. Carl F. Tessmer, M. C., Chiet of 
Radiation Injury and Radiobiology Section, Armed 
Forces Institute of Pathology, and Capt. Alexander 


Horava, M. C. 


PUBLIC HEALTH SERVICE 


Regular Corps Examinations for Medical Officers.— 
A competitive examination for appointment of 
medical officers to the regular corps of the U. S. 
Public Health Service will be held in various places 
throughout the United States on April 21-24, 1959. 
Appointments provide opportunities for career 
service in clinical medicine, research, and public 
health. They will be made in the ranks of Assistant 
and Senior Assistant, equivalent to Navy ranks of 
Lieutenant (j. g.) and Lieutenant, respectively. 
Entrance pay for Assistant and Senior Assistant 
Surgeons with dependents is $7,470 (Assistant grade 
applicants are assigned the temporary grade of 
Senior Assistant). Provisions are made for promo- 
tions at regular intervals. Benefits include periodic 
pay increases, 30 days annual leave, sick leave, 
medical care, disability retirement pay, retirement 
pay which is three-fourths of annual basic pay at 
time of retirement, and other privileges. Active duty 
as a Public Health Service officer fulfills the obliga- 
tion of Selective Service. Requirements for both 
ranks are U. S. citizenship, age of at least 21 vears, 
and graduation from a recognized school of medi- 
cine. For the rank of Assistant Surgeon, at least 
seven years of collegiate and professional training 
and appropriate experience are needed. For Senior 
Assistant Surgeon, an additional three years, for a 
total of at least 10 years of collegiate and profes- 
sional training and appropriate experience, are 
needed. Entrance examinations will include an oral 
interview, physical examination, and comprehen- 
sive objective examinations in the professional field. 

Application forms may be obtained from the 
Surgeon General, Public Health Service (P), Wash- 
ington 25, D. C. Completed application forms must 
be received in the Division of Personnel no later 
than March 6, 1959. 


J.A.M.A., Jan. 3, 1959 


Nearly Eight Hundred Ninety Million Visits to 
Physicians.—In the first U. S. National Health Sur- 
vey publication to provide figures from a full year 
of nationwide household interviewing, it appears 
that illness or injury caused the American people to 
stay home from work, stay in bed, or otherwise cut 
down on normal activities for about 3,400,000,000 
days during the vear ending June 30, 1958. Acute 
illnesses, including acute respiratory conditions, 
totaled 437,900,000, or an average of about 2.6 ill- 
nesses per person. How many of these were caused 
by Asian influenza is not known. However, the re- 
port shows that acute respiratory conditions caused 
an average of about seven days of restricted ac- 
tivity per person, including days in bed or days 
lost from work or school. About 47 million persons 
were injured seriously enough during the vear to 
cause them to restrict their activities for a day or 
more or seek medical attention. Injuries caused 
424,100,000 days of restricted activity, or 2.5 days 
per person. The importance of chronic conditions 
is indicated by the fact that circulatory diseases 
were the cause of 484,200,000 days of restrict: d 
activity, which would be the equivalent of about 
2.9 days per person. The circulatory diseases rank 
higher than any other group of chronic conditions 
in this respect. People visited their physicians 
889,900,000 times, or an average of 5.3 times per 
person. 

Commenting on the report, Dr. Leroy E. Burney, 
surgeon general of the Public Health Service, De- 
partment of Health, Education, and Welfare, said: 
“With this first annual summary, the Health Survey 
is beginning to produce a comprehensive picture 
that workers in the health fields have long needed.” 


NATIONAL SCIENCE FOUNDATION 


Information Processing Service.—The National Sci- 
ence Foundation has established a Research Infor- 
mation Center and Advisory Service on Information 
Processing to be operated jointly by the foundation 
and the National Bureau of Standards. The new 
service is designed to bring together research and 
development data on methods and equipment for 
the processing of scientific information. It is fur- 
ther designed to foster closer cooperation among 
groups in industry, private foundations, universi- 
ties, professional societies, and the federal govern- 
ment concerned with developing and improving 
methods for rapid and efficient handling of large 
volumes of information. Initiation of the service 
is a part of a broad program aimed at improving 
the quality of scientific information services and 
shortening the time spent by scientists in searching 
the literature. Other phases of the broad program 
include the support of scientific publications, trans- 
lations of foreign scientific literature, and support 
of information and data-processing centers. 
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DEATHS 


Coke, Mortimer William, Ellisville, Miss.; Baylor 
University College of Medicine, Dallas, 1921; phy- 
sician at the Ellisville State School; died Oct. 21. 
aged 59. 


Cooper, Henry Wilbur, Cleveland; University of 
Michigan Department of Medicine and Surgery, 
Ann Arbor, 1900; died in the Lakewood (Ohio) 
Hospital Sept. 6, aged 87. 


Darby, Francis Urban ® Loreauville, La.; Louisiana 
State University Medical Center, New Orleans, 
1934; from July 1, 1953, to June 30, 1956, served 
in the medical reserve corps of the U. S. Army; 
served on the staffs of the Louisiana State Univer- 
sity Hospital and Our Lady of the Lake Hospital 
in Baton Rouge; died in Elgin, Texas, Sept. 21, 
aged 51. 


Davidson, Benjamin Reid, Brawley, Calif.; College 
of Medical Evangelists, Loma Linda and Los An- 
geles, 1924; veteran of World War II; died in the 
Veterans Administration Hospital, Long Beach, 
Oct. 2, aged 58. 


Dillard, Harry Knight % Lexington, Ky.; Univer- 
sitv of Louisville School of Medicine, 1937; veteran 
of World War II; since 1955 Lexington—Fayette 
County health officer; in 1952 appointed director 
of the division of school health at the state depart- 
ment of health and regional director of the county 
health division in Louisville; practiced in Warsaw 
from 1946 to 1952; member of the American Public 
Health Association; president of the Kentucky Pub- 
lic Health Physicians Society; on the staffs of the 
Good Samaritan and St. Joseph’s hospitals; died in 
the Central Baptist Hospital, Oct. 9, aged 47. 


Dwiggins, Horace Greeley “% Tuskegee, Ala.; born 
in Kansas City, Kan., March 17, 1909; Meharry 
Medical College, Nashville, Tenn., 1934; veteran 
of World War II; certified by the National Board 
of Medical Examiners; specialist certified by the 
American Board of Ophthalmology; member of the 
American Academy of Ophthalmology and Oto- 
laryngology and the Association for Research in 
Ophthalmology; service member of the American 
Medical Association; fellow of the American Col- 
lege of Surgeons; consultant at the Alabama State 
Department of Rehabilitation and the Alabama 
Sight Conservation Association; since 1942 chief 
ophthalmologist at the Veterans Administration 


™ Indicates Member of the American Medical Association. 


Hospital, where in 1938 he received a staff appoint- 
ment in general surgery; served as consultant at 
the John A. Andrew Memorial Hospital, Tuskegee 
Institute; died Sept. 30, aged 49. 


Field, Ernest Joseph ® Rochester, N. Y.; Friedrich- 
Wilhelms—Universitat Medizinische Fakultat, Ber- 
lin, Prussia, Germany, 1921; member of the Amer- 
ican Academy of General Practice; on the staff of 
the Park Avenue Hospital; died Oct. 21, aged 63. 


Flemming, Theodore E., Gardenville, N. Y.; Uni- 
versity of Buffalo School of Medicine, 1907; member 
of the Medical Society of the State of New York; 
health officer of the town of West Seneca from 
1916 to 1948; a founder, vice-president and director 
of the Ebenezer State Bank; died in the Buffalo 
General Hospital Oct. 16, aged 73. 


Foster, Narvel Howard “) Gallipolis, Ohio; Univer- 
sity of Cincinnati College of Medicine, 1939; died 
Oct. 22, aged 48. 


Friedman, Bernard, New York City; University of 
Maryland School of Medicine and College of Phy- 
sicians and Surgeons, Baltimore, 1925; on the staff 
of the Hospital for Joint Diseases; died Oct. 22. 
aged 65. 


Geisenfeld, Jack David, Madison, Wis.; University 
of Wisconsin Medical School, Madison, 1957; in- 
terned at the Wisconsin General Hospital; died in 
St. Joseph’s Hospital Oct. 2, aged 26. 


Gordon, Charles Albert % Brooklyn; born in 1883; 
Cornell University Medical College, New York 
City, 1905; since 1950 professor emeritus of obstet- 
rics and gynecology at State University of New 
York College of Medicine at New York City, Brook- 
lyn; clinical professor of obstetrics and gynecology 
at the Long Island College Hospital from 1923 to 
1930, when he became clinical professor of ob- 
stetrics and gynecology at the Long Island College 
of Medicine, where he was professor of obstetrics 
and gynecology from 1948 to 1950; president in 
1924, trustee from 1925 to 1931, chairman of the 
joint committee on postgraduate education from 
1923 to 1943, chairman of the board of trustees 
from 1932 to 1934, and since 1934 chairman of the 
committee on maternal welfare, Medical Society 
of the County of Kings; in 1925 president of the 
Brooklyn Gynecological Society; fellow of the 
American Association of Obstetricians and Gyne- 
cologists, and the American College of Surgeons, of 
which he was governor from 1949 to 1954; chair- 
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man of the committee on public health and med- 
ical education in 1925-1926 and since 1937 chairman 
of the committee on maternal and child welfare, 
Medical Society of the State of New York; spe- 
cialist certified by the American Board of Obstet- 
rics and Gynecology; served as a member of the 
Board of Hospitals, City of New York; director 
emeritus of obstetrics and gynecology at St. Cather- 
ine’s Hospital; consultant, obstetrics and gyne- 
cology at St. Joseph Hospital in Far Rockaway, 
Beth El, Methodist, Greenpoint, Kings County, 
Maimonides, Flushing (N. Y.) and Wyckoff Heights 
hospitals; consultant in gynecology, Southside Hos- 
pital in Bay Shore; consultant in obstetrics at the 
Mary Immaculate Hospital in Jamaica and Mercy 
Hospital in Rockville Centre; died Oct. 30, aged 75. 


Harbert, John Parkinson ™ Bellefontaine, Ohio; 
Eclectic Medical Institute, Cincinnati, 1898; served 
on the faculty of his alma mater; member of the 
American Academy of Ophthalmology and Oto- 
laryngology; past-president of the Logan County 
Medical Society; died Oct. 18, aged 84. 


Haselton, Frederick Russell “| Lieut. Commander. 
U.S. Navy, retired, Nashville, Tenn.; Emory Uni- 
versity School of Medicine, Atlanta, 1918; member 
of the American Academy of General Practice; vet- 
eran of World War I; entered the regular U. S. 
Navy in April, 1921; retired June 30, 1940; died in 
the Baptist Hospital Oct. 24, aged 66. 


Heath, Arthur G. ™ Shreveport, La.; University of 
Nashville (Tenn.) Medical Department, 1910; serv- 
ice member of the American Medical Association; 
veteran of World War I; served as health officer 
for the City of Shreveport; associated with the 
Veterans Administration Center; died Oct. 17, aged 
70. 


Hefferan, Joseph Michael, Danbury, Conn.; Loyola 
University School of Medicine, Chicago, 1916; vet- 
eran of World War I; for many years physician 
with Ringling Brothers, Barnum and Bailey Circus; 
died in the Veterans Administration Hospital in 
West Haven Oct. 19, aged 69. 


Horton, Miles Christopher, Pinebluff, N. C.; Uni- 
versity College of Medicine, Richmond, 1903; mem- 
ber of the Medical Society of the State of North 
Carolina; died in the Moore County Hospital, Pine- 
hurst, Oct. 19, aged 83. 


Jones, Hyzer William \) Utica, N. Y.; Syracuse Uni- 
versity College of Medicine, 1907; fellow of the 
American College of Surgeons; member of the 
founders group of the American Board of Surgery; 
past-president of the Oneida County Medical So- 
ciety; director of the Blue Cross Hospital Plan; 
consultant at the Marcy (N. Y.) State Hospital, 
Ilion (N. Y.) Hospital, Herkimer (N. Y.) Memorial 


DEATHS 


J.A.M.A., Jan. 3, 1959 


Hospital, Broadacres Sanatorium, Children’s Hos- 
pital Home, Oneida County Hospital, and Utica 
State Hospital; served as president of the staffs of 
the Utica General Hospital and the Faxton Hos- 
pital, where he died Oct. 28, aged 74. 


Jones, Paul Leonidas “ Flat River, Mo.; St. Louis 
University School of Medicine, 1926; veteran of 
World Wars I and Il; on the staff of the Bonne 
Terre (Mo.) Hospital; died in the Tampa (Fla.) 
General Hospital Sept. 26, aged 59. 


Keenan, Alexander Stanislaus, San Francisco; Uni- 
versity of California School of Medicine, San Fran- 
cisco, 1898; fellow of the American College of 
Surgeons; an associate member of the American 
Medical Association; past-president of the San 
Francisco County Medical Society; member of the 
city library commission; from 1927 to 1932 member 
of the city board of health; from 1941 to 1953 med- 
ical director of the city employees’ health service 
system; served on the staff of the Marys Help 
Hospital; died Oct. 19, aged 86. 


Kernedy, Lucius Carter, Middletown, R. Uni- 
versity of Pennsylvania Department of Medicine, 
Philadelphia, 1598; past-president vice-presi- 
dent of the Lackawanna County (Pa.) Medical 
Society; served on the staff of the Scranton (Pa.) 
State Hospital; died Oct. 19, aged 86. 


Kerestes, John Jr.) Weatherly, Pa.; Temple Univer- 
sity School of Medicine, Philadelphia, 1936; mem- 
ber of the Weatherly Board of Health, serving as 
its chairman; school physician of the Weatherly 
Schools for many years; physician at the Carbon 
County Institution District Home at Laurytown; 
on the staff of the Hazleton (Pa.) State Hospital, 
where he died Oct. 1, aged 48. 


Kiefer, Rodney Hough © Pittsburgh; University of 
Pittsburgh School of Medicine, 1935; member of the 
American Psychiatric Association; past-president ot 
the Pittsburgh Neuropsychiatric Society; director 
of the Allegheny County Behavior Clinic of the 
Criminal Court; associated with Woman's and 
Presbyterian hospitals; died in Murrysville, Pa., 
Oct. 6, aged 4S. 


Kessinger, Jacob Thomas, Hartford, Il.; Kentucky 
University Medical Department, Louisville, 1904, 
died in the Wood River (Ill.) Township Hospital 
Oct. 24, aged 91. 


Koerber, Paul Ernst “) Russell, Kan.; Omaha Med- 
ical College, 1896; in 1951 was named as the “Man 
of the Year” by the Russell Junior Chamber of 
Commerce and the Russell Daily News; cited for 
his many years of humanitarian work; died in the 
Russell City Hospital Oct. 6, aged 82. 
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Kramer, William Ernest ® West Monroe, La.; Uni- 
versity of Pittsburgh School of Medicine, 1914; 
member of the American Trudeau Society; past- 
president of the Louisiana Tuberculosis Associa- 
tion; veteran of World War I, formerly on the staff 
of the Veterans Administration Hospital in Alex- 
andria; served as superintendent of the Pines Sana- 
torium in Shreveport; superintendent and medical 
director of the G. B. Cooley Sanatorium; died Oct. 
17, aged 77. 


Leithead, Charles Ellsworth, Lakeview, Ore.; State 
University of Iowa College of Medicine, Iowa 
City, 1895; past-president of the Lake County Med- 
ical Society; died Oct. 14, aged 83. 


Morrow, Benjamin Francis “) Lake Worth, Fla.; 
Fordham University School of Medicine in New 
York City, 1913; member of the Medical Society 
of the State of New York and the Industrial Med- 
ical Association; practiced in New York City; vet- 
eran of World War I; died in the Good Samaritan 
Hospital, West Palm Beach, Fla., Oct. 27, aged 67. 


Movius, Arthur J., La Jolla, Calif.; University of 
Minnesota College of Medicine and Surgery, Min- 
neapolis, 1904; life member of the American Col- 
lege of Surgeons; an associate member of the 
American Medical Association; member of the 
Montana Medical Association; formerly practiced 
in Billings, Mont., where he was founder of the 
Billings Clinic, and on the staffs of the Billings 
Deaconess and St. Vincent's hospitals; died in the 
Scripps Clinic Oct. 21, aged 80. 


Nyvall, Clarence Ambrose “) Salt Lake City; Uni- 
versity of Illinois College of Medicine, Chicago, 
1914; died Oct. 18, aged 70. 


Parker, Walter Thomas, Owosso, Mich.; University 
of Michigan Department of Medicine and Surgery, 
Ann Arbor, 1901; veteran of World War I; served 
as superintendent and chief of staff of the Me- 
morial Hospital; fellow of the American College 
of Surgeons; died in Brighton Oct. 20, aged 80. 


Pillsbury, Richard Theodric, Salisbury, Md.; Duke 
University School of Medicine, Durham, N. C,, 
1957; interned at the Duke Hospital in Durham, 
N. C.; resident physician at the City Hospital, now 
known as the Cuyahoga County Hospital in Cleve- 
land; drowned Oct. 26, aged 26. 


Quigley, William Sullivan, Boston; Dartmouth 
Medical School, Hanover, N. H., 1908; died in the 
Peter Bent Brigham Hospital Oct. 20, aged 72. 


Reitz, Thomas Frederick “ Evansville, Ind.; Wash- 
ington University School of Medicine, St. Louis, 
1921; past-president of the Vanderburgh County 
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Medical Society; served as a member of the city 
and county board of health; member of the board 
of managers of the Boehne Tuberculosis Hospital; 
on the staffs of the Protestant Deaconess Hospital 
and St. Mary’s Hospital, where he died Oct. 24, 
aged 62. 


Reynolds, Bushnell Ray, Bakersfield, Calit.; Eclectic 
Medical Institute, Cincinnati, 1899; died Aug. 10, 
aged 82. 


Shapiro, Arnold Irwin, New York City; New York 
University College of Medicine, New York City, 
1956; certitied by the National Board of Medical 
Examiners; interned at the Meadowbrook Hospital 
in Hempstead; resident at the Rockland State Hos- 
pital in Orangeburg, N. Y., where he died Sept. 
14, aged 26. 


Shapiro, Philip New York City; Long Island Col- 
lege Hospital, Brooklyn, 1926; died in the Doctors 
Hospital Oct. 20, aged 56. 


Shreve, June Roy, Greensboro, N. C.; North Caro- 
lina Medical College, Charlotte, 1915; died in the 
Wesley Long Community Hospital Oct. 19, aged 
65. 


Skeen, Carroll Hallam “ Columbia, S. C.; Ohio 
State University College of Medicine, Columbus, 
1916; service member of the American Medical 
Association; served overseas during World War 1, 
at one time practiced in Greenfield, Ohio, where 
he was on the staff of the Greenfield Municipal 
Hospital in Greenfield, Ohio; orthopedic surgeon, 
Veterans Administration Hospital, where he died 
Oct. 18, aged 65. 


Smith, Thomas Clarke, St. Petersburg, Fla.; Ben- 
nett College of Eclectic Medicine and Surgery, 
Chicago, 1905; an associate member of the Amer- 
ican Medical Association; died Oct. 31, aged 83. 


Spradling, Richard Hargrave, Lincoln, Neb.; Lin- 
coln Medical College of Cotner University, 1904; 
also a pharmacist; served as physician for Ne- 
braska State Penitentiary and as assistant superin- 
tendent at Lincoln State Hospital; died Oct. 20, 
aged 95. 


Stauffer, William M. ® Allentown, Pa.; Rush Med- 
ical College, Chicago, 1931; veteran of World 
War I; on the staffs of the Sacred Heart Hospital 
and the Allentown Hospital; died Oct. 20, aged 62. 


Stein, Carl ® Loudonville, Ohio; Ohio State Uni- 
versity College of Medicine, Columbus, 1932; mem- 
ber of the American Academy of General Practice; 
veteran of World War II; on the courtesy staff of 
the Mansfield General Hospital, where he died 
Aug. 20, aged 51. 
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FOREIGN LETTERS 


AUSTRIA 


Radiation Damages in Japanese Children.—At a 
meeting of the society of physicians in Vienna, 
Dr. F. I. E. Loewinger reported on the examination 
by the Atomic Bomb Casualty Commission on all 
those children who were available and who were 
exposed to atom bomb explosions in 1945 whether 
as children, infants, or fetuses. Of 325 children, 
whose mothers had been pregnant at the time of 
the explosion and who were within a radius of 
2,500 miles, 19 were found to be retarded physi- 
cally and mentally. These children, who then were 
in utero, were at a distance from the place of ex- 
plosion between 725 to 1,624 miles. Most of them 
were in the third or fourth month of intrauterine 
life at the time of the explosion. Sixteen of the 19 
mothers had had symptoms of radiation disease. 
Three children who were mentally and _ physically 
retarded were found in Nagasaki in a groun of 200 
children whose mothers were pregnant at the time 
of the explosion and who were within 2,500 miles 
from the ground center. 

Nineteen cases of leukemia were found up to 
1955 in young persons in whom the disease devel- 
oped before the age of 19. Of these, 16 were within 
2,000 miles of the ground center at the time of the 
explosion. In nine of these patients alopecia oc- 
curred and in five purpura developed after exposure 
to the explosion. In some persons who were under 
the age of 19, cataracts were found, which, how- 
ever, did not interfere with vision and which were 
visible only with the aid of the slit-lamp. Infectious 
diseases, including tuberculosis, did not occur more 
often in those who, as children, had been exposed 
to the explosion than in children of a control group. 
The case fatality rate cannot be evaluated statis- 
tically yet because of the small number of deaths. 
All 72,107 infants who were born in Hiroshima and 
Nagasaki during the years 1951 and 1954 were 
examined. No genetic sequelas as a result of the 
radiation were detected in the first generation. 


INDIA 


Oral Cancer.—P. N. Wahi and co-workers (Journal 
of the Indian Medical Association, vol. 31, October, 
1958) studied a series of 750 patients with intraoral 
carcinoma attending the Radium Institute in S. N. 
Hospital, Agra. Of these cancer of buccal mucosa 
constituted 53.6%. Next came cancer of the tongue 
(31.5%) and the rest involved the palate, gums, lips, 


The items in these letters are contributed by regular correspondents 
in the various foreign countries. 


and tonsils. The preponderance of cancers of the 
buccal mucosa was probably associated with the 
habit of chewing tobacco and keeping the quid in 
contact with the mucosa for hours. Similarly the 
frequency in. the palate was probably due to the 
peculiar smoking habit of the people with the 
lighted end inside the mouth. The average age in 
these patients was 42.4 vears, which is younger 
than the average age for oral cancers reported 
among Europeans. This also may be due to the 
habit among Indians of chewing betel nut, tobacco, 
and lime at an early age. The ratio of men to 
women was 2:1. The commonest complaints were 
increased salivation, local pain, swelling or ulcer in 
the mouth, and swelling in the neck owing to 
metastases in the regional lymph nodes. Less com- 
monly observed were inability to open the mouth, 
difficulty in swallowing, and burning sensation in 
the mouth. A history of pain referred to the eve, 
ear, Or face was present in 12.8%. The commonest 
forms were ulcer and cauliflower-like growths. Of 
the 750 tumors 22 presented as a thickened irregu- 
lar leukoplakic patch. Most of the more advanced 
growths showed a tendency to superficial ulceration 
and bleeding on pressure. A simple nodule was 
present in 33 patients. The regional lymph nodes 
were involved in 504, the involvement being uni- 
.ateral in 336. Submandibular and jugular lymph 
nodes were principally involved. 

Carcinomas of the gums and cheeks were found 
to be more likely to spread to the regional lymph 
nodes than those at other sites. Epidermoid carci- 
noma formed 88.8% of the cases. Other forms were 
adenocarcinoma, lymphoepithelioma, anaplastic car- 
cinoma, and atypical epithelial hyperplasia (72 
cases). The incidence of metastasis increased with 
the degree of malignancy. Adenocarcinoma and 
lymphoepithelioma probably metastasized late as 
none of patients with these tumors showed any sec- 
ondary involvement. A high percentage of grade 1 
carcinomas with a diameter of less than 1.5 cm. had 
metastasized and there was no correlation between 
clinical and histological gradings. Most of the pa- 
tients with oral cancer had poor oral hygiene with 
tartar covering the teeth and pyorrhea. Dental 
trauma and irritation of the mucosa during betel 
nut chewing appeared to influence the incidence of 
oral cancers. The incidence of the disease was also 
seen to have a direct correlation with the economic 
status. There was no marked difference between 
vegetarians and nonvegetarians but most of the 
patients subsisted on a deficient diet and belonged 
to the poorer class. Only 24 patients gave a history 
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of having suffered from syphilis and 5% had a posi- 
tive Kahn test. Most of these had cancer of the 
tonque. Alcohol did not seem to play any etiological 
role. A history of tobacco chewing was obtained in 
82.2%. 


Defense Against Abdominal Injuries.—G. S. Sekhon 
(Indian Journal of Medical Research, vol. 46, July, 
1958) stated that when abdominal viscera are dam- 
aged as a result of blunt injuries, rupture of the 
abdominal muscles is rare, while a blow that rup- 
tures the abdominal muscles is too spent to damage 
the viscera. He studied the factors responsible for 
the protection of the abdominal viscera in such 
injuries. The osseomuscular abdominal wall and the 
mobility of the abdominal organs offer an efficient 
set of defensive mechanisms. Thus the relatively 
fixed ends of the small intestines, diseased spleen 
or liver, and distended stomach or urinary bladder 
suffer most because of their inability to slip out 
from the causative blow. Although the adoption of 
the erect attitude has necessitated fixation of the 
colon, parts of this structure which are backed by 
a hard base, and are therefore more exposed to 
injury, such as the secum, the transverse colon, and 
the sigmoid, are allowed some mobility as a protec- 
tion against injury. The vertebral column, against 
which an abdominal viscus is likely to be damaged, 
is also resilient in structure and is cushioned by the 
great vessels which themselves act as hydraulic 


buffers. 


Electromyography.—S. I. Fudel-Ossipova (Indian 
Journal of Physiology and Pharmacology, vol. 2, 
July, 1958) stated that although electromyography 
is not essential to study the condition of the nerve 
cells and the peripheral nerves, it may help to diag- 
nose certain disturbances in the neuron, end-plate, 
and muscle fiber complex as it provides knowledge 
about the activity of a motor unit and also indicates 
disturbances of normal relationships among the 
different components of the complex. The author 
performed electromyographic investigations on chil- 
dren with poliomyelitis and Little’s disease. Elec- 
tromyographs were recorded simultaneously on an 
oscillograph from two muscles (either the same 
muscle from both extremities or antagonistic mus- 
cles, depending on the nature of the disturbance 
expected) using superficial electrodes on the skin. 
A number of electromyograms under different con- 
ditions of excitation of the muscles were taken to 
get a correct idea of the activity of the neuromus- 
cular apparatus. A normal muscle at rest gives no 
electrical discharge but when the innervation is 
disturbed various kinds of electric potentials appear 
even during the period of rest. A muscle deprived 
of innervation shows spontaneous fibrillations of 
low voltage, disappearance of which is a sign of 
renervation. Besides fibrillation, during the rehabili- 
tation period of poliomyelitis, spontaneous twitch- 
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ings of bundles of muscle fibers during rest were 
noticed which varied in frequency and strength. 
Similar spontaneous discharges were observed in 
states of regeneration of nerve elements which in- 
dicated an increased excitability of muscles asso- 
ciated with growing of new nerve fibers into the 
muscles. The appearance of such spontaneous activ- 
ity of muscle fibers in poliomyelitis indicates a 
favorable prognosis. 

When the muscles are rigid as in Little’s disease, 
the electrical activity is of a different kind. The 
electromyograms usually show incessant oscillations 
of a low voltage. The smaller and more frequent 
the oscillations, the stronger the muscle spasm. 
Thus in both conditions electrical discharges occur 
in the muscle even in the absence of activity. In 
poliomyelitis, they indicate a good prognosis and 
the greater the number of discharges the better the 
chances of complete recovery, while in Little’s dis- 
ease such electric potentials indicate muscle spasm 
and the greater the number of discharges the worse 
the condition and the less the chances of complete 
recovery. In the latter condition action potentials 
from the antagonistic muscles were equal in strength 
so that from the electromyograph itself it was diffi- 
cult to know which muscle was functioning. Due 
to increased excitability of the motor neurons, the 
process of excitation spreads to the muscle of the 
other extremity which also shows electrical activity 
along with the contracting muscle. Such irradiation 
of excitation may spread widely, leading to devel- 
opment of increased excitability in a large area of 
the spinal cord during the period of recovery. Elec- 
tromyograms of spastic muscles as in Little’s dis- 
ease have a characteristic appearance consisting of 
a great number of weak oscillations with almost 
complete absence of strong oscillations. 


Needle Biopsies of the Kidney.—Sarin and Sarin 
(Journal of the Indian Medical Association, vol. 31, 
Oct. 16, 1958) analyzed 120 aspiration biopsy speci- 
mens from the kidney. The biopsy was made in the 
sitting position by means of the technique of Iver- 
sen and Brun. Hemorrhagic diathesis was ruled out 
prior to performing the biopsy by determining the 
bleeding time, clotting time, and prothrombin time. 
The biopsy was performed under local anesthesia. 
All the patients in whom the renal biopsy was suc- 
cessful had microscopic hematuria for 24 hours and 
mild backache; eight developed gross hematuria 
and all of them had diabetes mellitus without hy- 
pertension, but there was no constant pathological 
lesion in the kidney associated with such gross 
hematuria. In one patient the hematuria lasted 
eight days but there were no other harmful effects. 
Although 10 of the patients in this series had 
chronic pyelonephritis, bacteremia or perirenal ab- 
scess did not develop in a single patient. Of the 120 
biopsy specimens, 103 showed adequate renal tis- 
sue; in 3 only the medulla without the renal cortex 
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was found; 10 showed fibromuscular tissue; and 3 
revealed liver tissue. Thus the percentage of suc- 
cessful renal biopsies was 88.3. The diagnosis was 
definitely established by the biopsy alone in 46 
patients with nephrotic syndrome; amyloidosis, 
chronic lobular nephrosis, pyelonephritis, and Ellis 
type 1 and Ellis type 2 nephritis accounting for 
most of these cases. 

The underlying pathology of polyarteritis nodosa 
was discovered by performing a renal biopsy in a 
patient with pulseless disease. In all these patients 
renal biopsy also helped in determining the prog- 
nosis. Renal biopsy was performed in 36 patients 
with diabetes under the age of 30 vears and re- 
vealed microscopic changes in the kidnev which 
have usually been considered rare or infrequent in 
the young. In 24 patients with pulmonary tubercu- 
losis, 3 were discovered to have renal tuberculosis 
which was not detected clinically or by laboratory 
investigations. Others showed focal glomerulone- 
phritis, amyloidosis, or pyelonephritis. Others on 
whom the biopsy was performed suffered from 
miscellaneous conditions such as essential hyper- 
tension, rheumatoid arthritis, disseminated lupus 
erythematosus, epidemic dropsy, toxic myocarditis, 
progressive muscular dystrophy, and _ respiratory 
infections. The renal lesions were not identical in 
all patients who were diagnosed clinically as hav- 
ing essential hypertension; six of these had subacute 
diffuse glomerulonephritis, nephrosclerosis, and 
pyelonephritis. 


Intravenous Iron Therapy.—K. |. Vyas (Indian Jour- 
nal of Child Health, vol. 7, October, 1958) gave iron 
intravenously to 30 children suffering from diverse 
diseases and having anemia. Saccharated iron oxide 
containing 20 mg. of iron per cubic centimeter of 
the solution was used. The injections were given 
daily starting with 0.5 cc. and increasing the dose 
by 0.5 cc. every fourth or fifth day. The iron solu- 
tion was diluted with 10 cc. of 5% dextrose solution 
and given slowly; 30 Gm. of a powder containing 
15 Gm. of protein was given orally daily, simultane- 
ously, to enhance hemoglobin formation. The initial 
values for hemoglobin and erythrocytes were low 
in all patients, and all the children were under- 
nourished. The probable etiological factor was 
chronic infection in 23, hookworm infestation in 1, 
scurvy in 1, hypothyroidism in 1, nephrosis in 1, 
and early cirrhosis in 3. After the therapy, the 
hemoglobin value rose in 27 patients. It showed no 
increase in one patient with rheumatic arthritis and 
it decreased in two (by 8% in one with nephrosis 
and by 4% in one with rheumatic carditis). In 13 
the rise in hemoglobin per 100 mg. of iron was more 
than 4%. 

The erythrocyte count showed a rise in 24 pa- 
tients, although the increase was significant in only 
8. One patient with pulmonary tuberculosis showed 
no rise in erythrocyte count, although the hemo- 
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globin rose by 7%. Five patients showed a decrease 
in red blood cells, in 2 of whom it was also asso- 
ciated with a reduction in the hemoglobin level; 25 
patients showed a gain in weight at the end of 
treatment, 2 did not show any change in weight, 
and in 3 the weight went down due to loss of 
edema. The packed cell volume was below normal 
in all patients. After the therapy it showed a good 
rise in nine patients, a moderate rise in seven, slight 
rise in eight, and no rise in six. The mean corpus- 
cular volume increased in 13 patients after treat- 
ment. The mean corpuscular hemoglobin was below 
normal in 21 before treatment, in 19 of whom it 
returned to normal after treatment while in 2 it 
showed a further decrease. The mean corpuscular 
hemoglobin concentration was below normal in 13 
patients before treatment, in 9 of whom it returned 
to normal, in 2 of whom it increased above normal, 
and in 2 of whom it decreased further at the end of 
treatment. Toxic reactions developed in seven pa- 
tients, in three of whom the therapy had to be 
stopped. These reactions included venous thrombo- 
sis, abdominal pain, fever, nausea, pain in the lower 
extremities, and brown pigmentation with enlarge- 
ment of the liver suggestive of hemochromatosis. 
The total amount of iron given to these children 
varied from 120 to 1,880 mg. in 8 to 35 days, while 
the total rise in hemoglobin varied from 1.09 to 
8.42 Gm. per 100 ce. 


Epidemic Encephalitis.—Siddhu and Taneja (Indian 
Journal of Child Health, vol. 7, October, 1958) 
made a pneumoencephalographic study on 12 of 36 
children with postencephalitic neurological resid- 
uals observed during an epidemic of encephalitis 
in Delhi in 1954 and 1955. The investigation was 
done after a preliminary intramuscular injection of 
paraldehyde, alone or in addition to phenobarbital. 
The air was injected in the lumbar spine. The initial 
injection was 25 cc., a safe procedure, and the 
further amount of air to be injected was decided 
from the rate of flow of fluid, the general condition 
of the child, the clinical impression about the de- 
gree of cortical atrophy present, and the age of the 
patient. A steady flow of cerebrospinal fluid indi- 
cated that further air could be injected, but rest- 
lessness, vomiting, respiratory embarrassment, and 
circulatory collapse were indications to stop anv 
further injection. No attempt was made to drain ofl 
the fluid completely. The largest amount of air 
injected was 62 ce. in a 9-year-old child. For six 
hours after the procedure the pulse, temperature, 
and general condition of the patient were watched. 
The youngest child in the series was 9% months old 
and the oldest 9 years. 

The types of neurological residuals in these chil- 
dren consisted of Parkinsonism in five, mental 
disorientation in three, and hemiparesis in four. 
Eleven patients had radiological evidence of corti- 
calatrophy; 4 had widened sulci, 2 had dilated 
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ventricles, and 5 showed both. The air study was 
successful in all 12 patients. The one who showed 
no evidence of cortical atrophy suffered from resid- 
ual paresis in right upper limb, mild cerebellar 
signs, postencephalitic epileptic fits, and early men- 
tal impairment. The degree of cortical atrophy was 
found to be in proportion to the severity and dura- 
tion of the disease rather than to the type of the 
neurological residual. The commonest reactions 
noticed after this procedure were tachycardia in 
nine and fever in eight. Tachycardia was usually 
noticed halfway through the procedure and_ sub- 
sided within a day or two. Fever was noticed within 
two to six hours and was as high as 107 F (41.6 C) 
in two patients and 105 F (40.5 C) in two others, 
while in the rest it varied between 101 and 103 F 
(38.3 and 39.4 C). Both patients with a temperature 
of 107 F had residual hemiplegia. No correlation 
was noticed between the age, the amount of air 
injected, and the severity of the febrile reaction. 
Fever persisted longer than any other type of re- 
action after pneumoencephalography. Other reac- 
tions included vomiting, restlessness, tremors, per- 
spiration, and headache. Three patients had no 
reaction. Maxima] reactions occurred within the 
first 24 hours. The changes on pneumoencephalog- 
raphy were seen to be most marked in patients 
with gross mental disorientation and in those with 
severe progressive Parkinsonism. 


Health Work in South East Asia.—The South East 
Asia Regional Committee of the World Health Or- 
ganization in its 11th session in the regional head- 
quarters in New Delhi in September approved 
health programs to be carried out in the region 
during 1960, which will involve an expenditure of 
more than $7,800,000. The committee (1) decided to 
set up a South East Asia Center for the classifica- 
tion and study of diseases, (2) recommended that 
the governments of the region set up epidemiologi- 
cal units in their public health departments, (3) re- 
quested the regional director to assist governments 
in reaching their objectives regarding teaching and 
training in preventive and social medicine to under- 
graduate and postgraduate medical students and to 
medical and health workers, (4) recommended that 
the governments of the region be requested to 
make such contributions as possible to the Malaria 
Eradication Special Account, (5) urged the govern- 
ments of the region to undertake systematic small- 
pox vaccination and revaccination programs in an 
effort to obtain total coverage of the population, 
and (6) requested the regional director to explore 
all possible ways and resources to give help to gov- 
ernments and to stimulate environmental sanitation 
schemes—particularly those aimed at the provision 
of potable water supplies and the proper disposal 
of human wastes. 
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Resin-Bonding of Fractures.—Dr. Bernard Block, of 
the Sydney (Australia) Hospital, reported the suc- 
cessful use of adhesive resins in the bonding of 
fractures. Studies on the fractured cannon bone in 
sheep showed that this could be united with epoxy- 
resins and that the bone grew by normal callus 
formation. Subsequent laboratory testing of the 
healed bone proved that the resulting repair was 
very strong. Radioactive isotope investigations made 
on resin-bonded fractures in sheep and_ horses 
proved that the resins were nontoxic and were not 
absorbed. The technique was then applied to the 
union of human fractures. An intramedullary poly- 
ethylene plug was first prepared and inserted in- 
ternally to bridge the fracture. The plug was shaped 
to fit the medulla and softened by heat until it just 
filled the cavity. A thick adhesive resin was then 
applied externally to the bone. Glass fiber laminates, 
impregnated with thin resin to make them adhesive, 
were wound round the fracture site and a final coat- 
ing of Fiberglas cloth applied to make a smooth 
finish. Ground bone meal was used as a filler. Heat- 
ing by an inert gas for a few minutes caused the 
resin to gel quickly. The bone about 1’ in. above 
and below the fracture was treated with the resin. 
So far only three patients have been treated by this 
new technique. All obtained a good result. Frac- 
tured arms could be used freely after two days and 
full weight bearing on fractured legs was possible 
after four days. The epoxyresins are made from 
diphenylpropane epichlorhydrin, the resulting liquid 
being converted into a solid by a hardener, which 
is usually an organic amine, such as diethylene 
triamine or piperidine. Because complete evaluation 
of the method and the toxicological hazards will 
take several years, Block is treating only those 
patients who present orthopedic problems and 
hazards. The technique is intended for fresh major 
fractures as it allows complete mobility of the limb 
and early weight bearing. 


Possible Causes of Leukemia.—The records of the 
Ministry of Pensions and National Insurance were 
examined by Abbatt and Lea to discover factors 
that might cause leukemia (Lancet 2:880, 1958). 
These were used only when they antedated any 
symptoms which could be referred to the disease. 
Records of 679 patients with leukemia and of a cor- 
responding number of controls suffering from other 
diseases were examined. The patients were divided 
by age of onset into groups of 15 to 24, 25 to 34, 
and 35 years and over, and by years of onset, from 
1940 onward. The investigation provided no evi- 
dence that trauma (including fractures), antibiotics, 
or chronic sepsis were related to the onset of leu- 
kemia. It did show some association between the 
disease and rheumatic conditions and exposure 
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to radiation. The authors previously showed that 
radiation given for the treatment of ankylosing 
spondylitis might be associated with an increased 
incidence of leukemia. In the present study the 
rheumatic conditions included diseases other than 
ankylosing spondylitis. Lymph-node involvement 
and enlargement of the spleen were found in a 
number of patients with rheumatoid arthritis, and 
the association of leukemia with rheumatic disease 
was therefore not surprising. The nature of the 
association is not known. 


Skin Test for Thyroid Disease.—Some patients with 
thyroid disease, particularly those with struma 
lymphomatosa, have circulating antibodies which 
react in vitro with components of human thyroid 
tissue. Buchanan and co-workers showed that an 
intradermal injection of a saline extract of human 
thyroid gives rise to a localized skin reaction in 
patients whose serum contains thyroid antibodies 
(Lancet 2:928, 1958). A sterile saline extract was 
prepared from the surgically excised thyroid of a 
thyrotoxic patient and injected into the volar aspect 
of the forearm of 33 patients with thyroid disease 
and 19 controls. Precipitation tests were also made. 
Strongly positive skin reactions characterized by 
both erythema and induration were seen only in 
those patients with thyroid disease who had cir- 
culating thyroid precipitins. In general positive skin 
reactions were observed in patients with struma 
lymphomatosa or with primary myxedema. With 
one exception positive reactions did not occur in 
those without clinical evidence of thyroid disease. 
The addition of cortisone acetate to the inoculum 
tended to increase the size of the reaction. The 
findings show that thyroid antigen is capable of 
producing an abnormal tissue reaction in patients 
with thyroid diseases who have an autoimmune 
etiology. 


Iproniazid in Angina Pectoris.—Towers and Wood 
treated 40 patients who had severe angina pectoris 
from occlusive coronary atherosclerosis with ipro- 
niazid (Brit. M. J. 2:1067, 1958). The drug was given 
in doses of 50 mg. two or three times daily, the 
only other medication being glyceryl trinitrate and 
anticoagulants if these appeared to be needed. Most 
of the patients began to improve within five days 
to one month after starting treatment, the average 
period being about two weeks. After one month’s 
treatment 17 of the 40 patients had anginal pain 
only occasionally, and much greater effort than 
formerly was required provoked it. A further 14 
were improved but still had angina on moderate 
effort. Only four patients failed to benefit. After 
three months the electrocardiogram showed im- 
provement in all but six of the patients. Side-effects, 
which were prominent, necessitated stopping the 
iproniazid therapy in four patients. The commonest 
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side-effects were giddiness, which was often quite 
severe, syncope associated with a fall in blood 
pressure, impotence, and euphoria. Four patients 
showed a rapid gain in weight owing to a voracious 
appetite. The authors stated that iproniazid acts 
by blocking pain impulses and not by improving the 
coronary circulation. This might encourage the 
patient to be more active and so precipitate infarc- 
tion. The drug is therefore not recommended for 
patients with mild angina. The toxic effects of 
iproniazid were commented on by Benaim and 
Dixon, who gave it to mental patients for its 
euphoric effect (Brit. M. J. 2:1068, 1958). They 
stated that it was hepatotoxic. Two patients who 
had jaundice with hepatocellular damage and one 
who had severe cerebral irritation and excitement 
were observed among 61 patients under treatment 
with the drug. 


Ulcerative Colitis—Truelove treated ulcerative 
colitis with hydrocortisone hemisuccinate sodium 
applied topically (Brit. M. J. 2:1072, 1958). The 
results of a previous trial were encouraging but the 
conclusions were based rather on personal impres- 
sions than on a controlled investigation. In the first 
part of the trial a comparison was made between the 
results obtained by applying the drug as a nightly 
rectal drip and those with an inert preparation re- 
sembling it in appearance and given in the same 
way. The nightly dose was 100 mg. At the end of 
one week of treatment the patients receiving hydro- 
cortisone therapy showed a striking improvement 
over those on the inert preparation, not only sub- 
jectively but also in regard to sigmoidoscopic 
appearances and the histology of colonic biopsy 
specimens. All patients were then treated for two 
weeks with topically given hydrocortisone hemisuc- 
cinate sodium and antibiotics. About 75% were in 
clinical remission at the end of this time. The addi- + 
tion of an antibiotic was beneficial to only a small 
proportion of patients and produced exacerbation 
of symptoms in some. Twenty-six patients who 
were in clinical remission after this trial were then 
given week-end maintenance therapy for six months 
with a view to preventing relapse. This consisted 
of a rectal drip of hydrocortisone given on two 
consecutive nights to half the patients, the other 
half receiving an inert preparation. The clinical 
course of the two groups was identical, about 40% 
going into remission, thus proving that such main- 
tenance therapy is ineffective in preventing relapse. 
The author concluded that topical corticosteroid 
therapy is better than systemic on account of the 
rapidity of response and the absence of systemic 
side-effects. A similar controlled trial, with restricted 
sequential analysis, was made independently by 
Watkinson, who came to the same conclusions 
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CORRESPONDENCE 


NEED FOR A LIBRARY OF MEDICAL 
AUDIOVISUAL AIDS 


To the Editor:—A pressing need in the field of med- 
ical education lies in the creation of a central 
agency for the purpose of collecting, constructing, 
exhibiting, indexing, and lending medical audio- 
visual aids. Such aids have become the bedrock of 
medical teaching. They include graphic mediums 
such as x-ray films, photographs, paintings, slides, 
motion pictures, charts, diagrams, stamps, electro- 
cardiogram, electroencephalograms, myograms, and 
three dimensional objects such as anatomic and 
pathological specimens, models, moulages, statuary, 
instruments, and drugs. This type of institute would 
not be a museum in the conventional sense but 
would be a library of audiovisual aids, relating also 
to dentistry, pharmacy, nursing, and veterinary 
medicine. The exhibits, being portable, could be 
lent to physicians, medical schools, medical socie- 
ties, school groups, public meetings, and even inter- 
national exhibitions. Exhibits and important teach- 
ing materials, such as the famous kidneys described 
by Richard Bright, now at Guy’s Hospital in Lon- 
don, could be borrowed from foreign institutions 
and circulated about the United States in the same 
manner as at. treasures lent by museums abroad. 
A certain amoum of loss and breakage would be 
expected incident to transportation, but the price 
would be cheap if medical standards could be 
raised. 

Such educators as Dr. Thomas Hull and the late 
A. J. Carlson have been grieved for at least 20 years 
over the waste that occurs when medical exhibits 
of superior quality are disassembled at the close of 
the annual medical meetings. Such exhibits are sel- 
dom used again but are discarded. We are equally 
negligent in our failure to catalogue the teaching 
materials of various institutions. 

No less significant, as Gerald Gruman has re- 
cently indicated, is the loss of invaluable historic 
materials left by recently deceased leaders of medi- 
cine, materials which are lost over the auctioneer’s 
counter or cast into a garbage heap. It is indeed a 
pity that no guardian-agency exists with an interest 
in preserving these materials for future use. Physi- 
cians of coming generations will certainly reproach 
us for our negligence and take us to task for our 
apathy. 

The home-building of such an institute might 
consist of three sections: a storage section, a lending 
section, and an exhibit section. Farsighted visual 
educators such as Tom Jones visualize that the 
exhibit section would contain teaching devices 


showing medicine in its entirety, emphasizing basic 
as well as clinical medicine, historic as well as mod- 
ern, and functional as well as organic. It would 
show the relationship of a single organ to the pa- 
tient as a whole and of the patient to the world at 
large and would aim at integrated teaching. It 
would consist of a number of wings, each wing 
devoted to a specific system of organs, and contain- 
ing books and audiovisual aids relating to that 
system. If the student were studying, for example, 
diseases of the lungs, he would enter the lung room 
to study the books relating to this organ, observe 
preserved specimens and microscopic slides, peer 
through the bronchoscope at tumors and _ ulcers, 
and observe the technique of lobectomy as shown 
by models and moving pictures. He would listen to 
phonograph records of rales, friction rubs, and mur- 
murs. He would examine living cultures of the 
pneumococcus, tubercle bacillus, or Histoplasma 
capsulatum. He would see the positive skin test of 
tuberculin or sarcoid protein. He would study roent- 
genograms, temperature charts, and spirometric 
data. He would observe the devices used in the 
physiological laboratory for the study of pulmonary 
function. He would smell the putrid odor of lung 
gangrene or obtain the spongy feel of healthy lungs. 
He would handle the atomic model that shows the 
chemical structure of such substances as para-amino 
salicylic acid. He would listen to tape recordings of 
lectures on the lungs. He would be inspired as 
envisioned by the late David J. Davis and the late 
Arno B. Luckhardt with the statuary, memorabilia, 
and writings of such historic personalities as Auen- 
bruggher, Laennec, Louis, Skoda, and Evarts Gra- 
ham. What type of instruction could be more 
effective? 

These ideas are by no means new. They were 
taught by John Hunter, Jonathan Hutchinson, 
Joseph Hyrtl, John Billings, William Osler, and 
Maud Abbott. They were formally subscribed to by 
a group of medical educators from Chicago who 
established a Chicago museum of medical sciences 
which has operated on paper over the past eight 
vears. The institute, as here described, exists, but 
like the hewn parts of the body of Osiris, is scat- 
tered everywhere. The private museums such as 
the Mutter Museum of Philadelphia, the Warren 
Museum of Boston, the Cleveland Health Museum, 
the Hall of Fame of the International College of 
Surgeons in Chicago, and others, each with eminent 
collections, specialize in certain segments of medi- 
cal knowledge, but no one of them shows medicine 
in its entirety, and none has as a primary object 
teaching through lending. What is needed is organi- 
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zation, the means of bringing materials together 
under a single roof. The vastness of the project sug- 
gests that a governmental agency undertake it. The 
Museum of the Armed Forces Institute of Pathol- 
ogy, splendid as it is in its appeal to the public and 
to the profession, cannot be expected to broaden its 
scope, since its function is primarily military. Per- 
haps the National Institutes of Health can be 
encouraged to meet the demand. 


FREDERICK STENN, M.D. 
303 E. Chicago Ave. 
Chicago 11. 


ORAL HYPOGLYCEMIC AGENTS 


To the Editor:—Since the advent of the oral hypo- 
glycemics the physician has been lulled into a sense 
of security that he will not have to be concerned 
about potentially dangerous reactions, despite one 
documented report of a fatal hypoglycemic reac- 
tion (McKendry, Canad. M. A. J. 76:572-573 [April 1] 
1957). While not denying the importance and 
scientific contribution of the oral hypoglycemic 
agents, we feel it should be emphasized that clini- 
cal hypoglycemic episodes may be caused in a 
situation where the patient is eating poorly, as 
with a patient on insulin therapy, and we would 
like to record briefly a recent experience we have 
had. 

The patient was a 76-year-old woman, admitted 
to the staff medical service of University Hospitals 
on Oct. 26, 1958, with a chief complaint of being 
semistuporous for four hours. She had multiple 
myeloma, diagnosed in June, 1958, for which she 
had been placed on prednisone therapy. While she 
was on this therapy, evidence of diabetes mellitus 
appeared; the patient had been started on insulin 
therapy but after a hypoglycemic reaction had 
been switched to therapy with tolbutamide, 0.5 Gm. 
three times daily. Within the two months prior to 
admission she had received phosphorus 32 for fur- 
ther treatment of multiple myeloma. The predni- 
sone dosage had most recently been maintained 
at 5 mg. three times daily. 

Three days prior to the present admission, the 
patient began to feel weak and dizzy, and the next 
day she had several episodes of being transiently 
unresponsive. She was anorexic and ate nothing 
on the day of admission but continued taking her 
medicaments. At admission she was semicomatose, 
but the remainder of the physical examination, in- 
cluding the neurological part, was unremarkable. 
The blood sugar level was determined, and the 
patient was given 20 cc. of 50% solution of dextrose 
and water. Her condition improved strikingly, and 
she was able to talk. After administration of 30 ce. 
more of 50% solution of dextrose and water and 
240 cc. of orange juice, she appeared perfectly 
normal. 
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The finding of a blood sugar level of 37 mg.% 
confirmed the diagnosis of hypoglycemia. Careful 
questioning of family and patient failed to reveal 
administration of any insulin during this period. 
The tolbutamide therapy was discontinued, and 
two days later the patient had a fasting bloodwsugar 
level of 234 and the next day 171 mg.%. She was 
then given a tolbutamide response test of 1 Gm. 
intravenously with a resulting three-hour fall in 
blood sugar level from 157 to 101 mg.%. This is the 
usual response in the stable diabetic. 

We are submitting this case of diabetes subse- 
quent to steroid therapy with documented clinical 
hypoglycemia occurring during tolbutamide ther- 
apy of 0.5 Gm. three times daily to call again at- 
tention to the fact that present claims of the ab- 
sence of such reactions are not correct, and, as with 
insulin, careful regulation to avoid dangerous hypo- 
glycemia must be instituted, especially in the patient 
with anorexia. 

G. M.D. 
O. WesLey McBrine, M.D. 
2065 Adelbert Rd. 
Cleveland 6. 


A SIMPLE PRECIPITATION TEST FOR 
LUPUS ERYTHEMATOSUS 


To the Editor:—The appearance of a new labora- 
tory aid in the differential diagnosis of the collagen 
diseases usually produces some excitement in the 
medical profession. This is especially true in the 
study of disseminated lupus erythematosus, be- 
cause the only reliable laboratory aid to the diag- 
nosis has been the demonstration of L. E. cells, a 
finding which may be inconstant and require some 
skill in performance and interpretation. For this 
reason, the description of a precipitation test by 
Jones and Thompson in THe Journat (166:1424- 
1428 [March 22] 1958) proved to be of real interest 
to physicians. In many hospitals and clinical labora- 
tories it was offered immediately as a diagnostic 
test. To others, this test represented an opportunity 
for further study, if only to determine the nature of 
the precipitate formed and to shed light on the 
defect responsible for its production. 

We have had the opportunity to study this test 
on the rheumatology service and in a large random 
group of clinic patients with other diseases. In- 
cluded in this study were serums from routine blood 
donors. It appeared from the outset that the meth- 
odology of this test was not well defined. Minor 
variations in the procedure often produced signifi- 
cant changes. For example, the speed of addition 
of the p-toluenesulfonic acid reagent to the serum 
appeared to govern the presence of precipitate for- 
mation and the degree of positivity produced. With 
a carefully controlled rate of addition the produc- 
tion and degree of positivity could be enhanced in 
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patients with known lupus erythematosus. Further- 
more, an increase in concentration of the reagent to 
greater than 12% in glacial acetic acid enhanced 
this reaction, within certain limits. 

Under the procedure outlined by Jones and 
Thompson, regardless of the rate of addition of the 
reagent to serum, the incidence of false-positives in 
our study of other arthritic disorders was high. 
These patients showed rheumatoid arthritis, osteo- 
arthritis, and gout. Some had unrelated diseases. 
When the procedure was then adjusted to produce 
maximal efficiency in the diagnosis of disseminated 
lupus erythematosus, the incidence of false-positives 
increased and included many more healthy persons 
and patients with unrelated diseases. 

The methodology in this test received careful 
study in our laboratories. Care in its performance 
must be stressed. More realistically, the high per- 
centage of false-positive reactions must be empha- 
sized. At this tine, the usefulness of this test may 
be only that it has called attention to an interesting 
protein precipitation reaction which is worthy of 
further study. 


Marvin J. SEVEN 

Cuester S$. MCLAUGHLIN Jr. 

L. AUDREY JOHNSON 

230 N. Broad St., Philadelphia 2. 


TRACHEAL FENESTRATION 


To the Editor:—I am writing to correct the im- 
pressions made by Mayer, Rappaport, and Blazsik 
in an article on “Indications and Contraindications 
for Tracheal Fenestration,” published in THe Jour- 
NAL (168:169-173 [Sept. 13] 1958). The first sen- 
tence in this paper reads as follows: “In a pre- 
liminary report we recently introduced a new 
method of treatment of pulmonary insufficiency 
by a procedure to which we gave the name of 
tracheal fenestration.” This is a mistake, the name 
was not given by Mayer and Rappaport. 

The following is a chronological history of the 
development of tracheal fenestration. In 1954, Drs. 
Mayer and Rappaport suggested to me that I begin 
a series of experiments to perfect a permanent 
tracheostomy better than the current operation. 
Funds, animals, and space for experimentation 
were provided for me at the New York Univer- 
sity—Bellevue Medical Center through the efforts 
of Dr. Mayer. This research proceeded to the point 
where a satisfactory technique was devised, and | 
gave the name of tracheal fenestration to this 
operation. The first article on this procedure was 
“Tracheal Fenestration,” by Rockey, Mayer, and 
Rappaport, published in Diseases of the Chest 
(30:224-227 [Aug.] 1956). Also, a second article 
was published by myself alone on the “Surgical 
Technic of Tracheal Fenestration” in the American 
Journal of Surgery (94:486-489 [Sept.] 1957). 
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In the first reference of their bibliography, two 
cases were reported which did not belong to Drs. 
Mayer or Rappaport; they never had any official 
connection with the management of these cases in 
any way, and they saw the patients only occasion- 
ally by courtesy of Dr. Blazsik and myself. To date, 
there have been 17 cases of tracheal fenestration. 
Two of the patients, cases 14 and 15 (operations 
done on June 23 and June 26, 1958), are the only 
ones who were seen by Drs. Mayer and Rappaport 
preoperatively and postoperatively and were their 
own patients referred to me for this operation. All 
the operations were performed by me. 


E. E. Rockey, M.D. 
525 Park Ave. 
New York 21. 


COUNCIL ON DRUGS 


To the Editor:—The practicing physicians of the 
United States are not taking full advantage of the 
excellent drug evaluation program of the A. M. A. 
The scope and thoroughness of this program were 
not appreciated by me until recently when another 
physician and myself were guests of the Council on 
Drugs at its annual meeting. The realization that 
many physicians are not using the Council’s find- 
ings as reference prompts this letter. The Council, 
established in 1906, is composed of 18 members, 
each an authority in his specialty and carefully 
selected for the Council. All give unselfishly of their 
knowledge and freely of their time to make the 
Council’s findings accurate and factual. At biweekly 
intervals new drugs are evaluated through careful 
analysis of all data and research information pro- 
vided by the involved pharmaceutical company. In 
addition, Council-selected consultants are often 
asked for their opinions. The result is an unbiased 
and accurate appraisal of the drug being evaluated. 

The drug evaluations of the Council are available 
to the physician through its reports in THE JOURNAL 
and through the annual publication of the book, 
“New and Nonofficial Drugs.” The busy _practi- 
tioner, deluged with drug advertising through the 
mails and frequently confronted by overenthusiastic 
detail men will be well advised to choose this book 
as his reference for drug usage. He should also read 
carefully the reports of the Council on Drugs as 
published in THE JourNAL. In this day of increasing 
socialization, it is heartening to realize that under 
a free enterprising system organized medicine 
through the years has sponsored such activities as 
the Council on Drugs dedicated to the promotion 
of good health. 


S. P. M.D. 
Steele Memorial Clinic 
Belmond, Iowa. 


| 
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Chronic Pulmonary Disease Due to Atypical Acid- 
Fast Bacilli. A. G. Lewis Jr., F. P. Dunbar, E. 
McAlister and R. Cacciatore. South. M. J. 51:1241- 
1250 (Oct.) 1958 [Birmingham, Ala.]. 


The authors isolated strains of atypical acid-fast 
organisms, avirulent for guinea pigs and of varving 
pathogenicity for mice, from 80 patients with 
chronic pulmonary disease in 4 state tuberculosis 
hospitals in Florida. The strains were classified 
into 3 categories, namely, photochromogens, which 
are definite pathogenic agents; nonphotochromo- 
gens, the pathogenicity of which is still under 
study; and scotochromogens, which are considered 
to be saprophytes. All 3 types were isolated re- 
peatedly by sputum culture. Atypical organisms 
including all 3 tvpes were isolated from resected 
lung tissue of 8 patients to the exclusion of other 
pathogenic organisms. 

Clinical information was obtained from 37 pa- 
tients having atypical Mycobacterium organisms 
in the sputum. Chest roentgenograms obtained 
from these patients were abnormal. The symp- 
tomatology was similar to that of pulmonary tuber- 
culosis. The tuberculin test was positive in 20 pa- 
tients (54%), was negative in 5 (14%), and was not 
done in 12 (32%). No definite conclusions could be 
drawn from the few tests done. Coexisting pul- 
monary diseases were observed in 19 natients: 
pulmonary emphysema occurred in 12; asthma, in 
4; bronchogenic carcinoma, in 1; silicosis, in 1; and 
bronchopleural fistula, in 1. Most of the patients 
were treated with isoniazid, aminosalicylic acid 
(PAS), and streptomycin. The sputum converted 
from positive to negative in 17 patients (46%) and 
failed to convert in 20 (54%). Eighteen patients 
underwent surgical procedures, including biopsy 
of the scalene node, segmental resection, lobectomy, 
lobectomy combined with segmental resection, and 
thoracoplasty. Three of the 18 patients still had 
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positive sputums after the operation. Surgical treat- 
ment in patients with atypical organisms should be 
approached with considerable thought. 

All 3 types of atypical organisms differed from 
Mycobacterium tuberculosis in multiple character- 
istics. Increased catalase activity would serve to 
differentiate these atypical organisms iso- 
niazid-resistant mutants, and cultural characteristics 
and results of other laboratory procedures would 
differentiate them from other pathogenic and frank- 
ly saprophytic mycobacteria. In view of the isola- 
tion of these 3 types of atypical organisms from 
sputum repeatedly. from multiple areas of resected 
lung including both cavitary and nodular lesions, 
and at autopsy from multiple areas, and in the 
absence of other demonstrable causative agents, 
one would conclude that, under certain circum- 
stances, photochromogens, nonphotochromogens, 
and scotochromogens might cause chronic pul- 
monary disease which was pathologically, roent- 
genologically, and symptomatically similar to pul- 
monary tuberculosis. Susceptibility studies revealed 
resistance, or partial resistance, of the nonphoto- 
chromogens to isoniazid, aminosalicylic acid (PAS), 
and streptomycin. Drug susceptibility varied in 
cases of photochromogens and_ scotochromogens. 
Susceptibility studies indicated that some of the 
short-term adjuvant drugs, such as streptovaricin, 
viomycin, and cycloserine, may be of more value 
than the major drugs. The common association 
with coexisting lung disease and the relatively 
greater occurrence in older persons suggest that 
organisms not usually pathogenic or of low patho- 
genicity may under certain circumstances become 
pathogens and produce chronic pulmonary disease. 


Gastric Mucin for the Treatment of Patients with 
High Serum Cholesterol Level. L. Castellani and 
G. Bertola. Minerva med. 49:3453-3458 (Sept. 12) 
1958 (In Italian) [Turin, Italy]. 


A preparation of hogs’ gastric mucin was admin- 
istered to 27 patients with high serum cholesterol 
level, 13 of whom were women and 14 were men. 
The ages of 11 patients ranged from 40 to 55 years, 
and the ages of the remainder were 65 and over. 
The serum cholesterol level of the patients varied 
between 250 and 385 mg. per 100 cc. Seven pa- 
tients received a daily dosage of 200 mg. of the 
preparation, and the daily dosage of the remainder 
was from 600 to 750 mg. The daily dosage of both 
groups was divided into 2 doses which were ad- 
ministered before the noontime and evening meals 
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for a period of 3 weeks. Serum cholesterol levels 
were recorded before, during, and after withdrawal 
of the drug. 

Treatment with gastric mucin produced a marked 
decrease in the serum cholesterol level in all the 
patients. This change was more pronounced among 
patients who received the higher dosage of the 
preparation. Serum cholesterol levels returned to 
the values recorded before the onset of the therapy 
within 2 weeks after discontinuance in patients 
who had received the lower dosage and within 8 
weeks after the drug had been withdrawn in pa- 
tients who had received the higher dosage. No 
significant difference in variation of the serum 
cholesterol levels was noted between the sexes. 
The authors believe that, since the therapeutic 
effect of gastric mucin is short, a longer period of 
administration is required in patients with high 
serum cholesterol level. Absence of intolerance to 
the preparation is an advantage over the use of 
heparin or phenylethylacetic acid for the same 
purpose. 


The Epidemiology of Q Fever in Great Britain: An 
Analysis of the Findings and Some Conclusions. 
B. P. Marmion and M. G. P. Stoker. Brit. M. J. 
2:809-816 (Oct. 4) 1958 [London]. 


A survey of the literature of Q fever shows a 
remarkable diversity of the ecology of Rickettsia 
burneti. Its pattern of maintenance in animal or 
insect hosts differs strikingly from one part of the 
world to another, and the particular local variant 
which has evolved may have much significance 
for the infection of man. The author cites examples 
of the more unusual geographical variants of the 
ecology of R. burneti to emphasize that the history 
of Q fever is full of paradoxes and surprises and 
that our understanding of the ecology of the causa- 
tive agent is still incomplete. Q fever should be 
investigated in each country where it has been 
detected. Investigations in Great Britain since 1949 
have shown that the disease is widespread in the 
country. R. burneti has been isolated from the milk 
of cows and goats and from the placenta and wool 
of sheep. It has also been isolated from the sheep 
tick, Haemaphysalis punctata, but not from Ixodes 
ricinus or Dermacentor reticulatus. There was some 
evidence of an increased frequency of infection in 
cattle in areas of Kent with large numbers of sheep 
and in some sheep ticks. 

Attempts to find a reservoir of infection in small 
wild animals or wild birds were unsuccessful. Sero- 
logic evidence of infection was found in chickens, 
but there are, at present, no grounds for assuming 
that these birds are an important reservoir of in- 
fection in Great Britain. Infection in man was not 
limited to persons working with animals but was 
found among all persons of the community. Spo- 
radic cases and outbreaks of Q fever occurred at 
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any time of the year but in the areas studied were 
commonest from April to July. Studies of the trans- 
mission of R. burneti to man have shown that sheep 
or cows were directly or indirectly the main sources 
of infection. Good evidence was obtained of the 
importance of unpasteurized cows’ milk as a vehicle 
of infection. 


Thalassemia? K. Ytrehus. Nord. med. 60:1321-1323 
(Sept. 11) 1958 (In Norwegian) [Stockholm]. 


Thalassemia is a familial hereditary disease char- 
acterized by more or less marked anemia, patho- 
logical appearance of the red blood corpuscles 
which are low in hemoglobin, and increased os- 
motic resistance of the red blood corpuscles. The 
disease occurs particularly in the Mediterranean 
countries and has also been described in India, 
China, Thailand, and the Philippines. In northern 
Europe, Scotland, England, and Germany have re- 
ported cases. The disease also appears in a less 
grave, often asymptomatic form, for which the 
designation “thalassemia minor” has been proposed. 
Thalassemia has been counted among the hemo- 
globinopathies but has possibly more to do with 
a defect in the formation of the red blood corpuscles 
than with the hemoglobin synthesis. In 1957 the 
cases of a brother and sister, members of a half- 
foreign family, treated in Aker Hospital, present- 
ed a picture suggesting thalassemia minor. The 
electrophoretic hemoglobin determinations exclud- 
ed the possibility of other hemoglobinopathies. 
Thalassemia has not previously been described in 
Norway. 


The Association of Hepatic and Renal Disease. 
F. I. R. Martin and L. I. Taft. Australasian Ann. 
Med. 7:243-250 (Aug.) 1958 [Sydney, Australia]. 


The entity known as the hepatorenal syndrome 
gained considerable prominence 20 years ago. 
Many writers now believe that the renal lesion in 
liver failure is a variety of acute tubular necrosis 
precipitated by shock, hemorrhage, or sepsis; others 
consider that there is a specific association between 
the lesions in these 2 organs. The authors apply 
the term “primary hepatorenal disease” to a syn- 
drome in which the lesion in the kidney follows 
the development of disease in the liver as cause 
and effect. “Secondary hepatorenal disease,” on the 
other hand, includes cases in which both organs 
are damaged by the same systemic agent as in 
leptospirosis or carbon tetrachloride poisoning. In 
addition, the liver and kidney may be involved by 
two different and unrelated diseases. The authors 
record the clinical, biochemical, and histological 
features of 7 cases in which renal disease, both 
glomerular and tubular, followed liver disease. In 
all cases the diagnosis was confirmed histologically 
either by biopsy or at autopsy, and in some cases 
serologic tests for autoimmune complement-fixing 
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antibodies were performed. In addition, the authors 
review the clinical features and autopsy findings 
in 32 fatal cases of liver disease with jaundice oc- 
curring at the Royal Melbourne Hospital between 
1953 and 1955. 

Two types of primary hepatorenal disease are 
presented: (a) glomerulonephritis associated with 
chronic liver disease, and (b) renal tubular damage 
(cholemic nephrosis) associated with jaundice. 
Glomerulonephritis complicating chronic hepatitis 
may have an insidious onset and run a prolonged 
course. An immunological relationship to the he- 
patic disease may be present in some of these 
cases. A considerable proportion of cases of ob- 
structive or hepatocellular jaundice are associated 
with proteinuria, epithelial cells and casts in the 
urine, and some elevation of blood urea level. This 
occurs irrespective of such factors as operations, 
hemorrhage, shock, or sepsis. Histologically, these 
cases usually show evidence of tubular damage. 
The causes of this renal damage and their mode of 
action are not at present understood. 


The Clinical Features, Pathogenesis and Therapy 
of Systemic Lupus Erythematosus. I. R. Mackay. 
M. J. Australia 2:279-282 (Aug. 30) 1958. [Sydney]. 


Three aspects of systemic lupus erythematosus 
are receiving attention at present: (1) the fact that 
it is relatively common, (2) that, although there may 
be acute exacerbations, the disease may exist in a 
mild form and be of great chronicity; and (3) that 
there may be a wide variety of clinical manifesta- 
tions. Although it can no longer be argued that a 
positive result to a L. E. cell test is a conclusive 
diagnostic criterion for classical lupus erythema- 
tosus, the author relied mainly upon this test to 
delineate the group of patients in whom the diag- 
nosis of systemic lupus erythematosus could rea- 
sonably be considered. Sixty-six such cases have 
been reviewed from among patients admitted to 
the Royal Melbourne Hospital over a 5-year period, 
and these fall into 4 categories: (a) classical systemic 
lupus erythematosus, 35 cases; (b) rheumatoid ar- 
thritis with a positive result to the L. E. cell test, 
7 cases; (c) chronic hepatitis with a positive result 
to the L. E. cell test, 14 cases; (d) atypical systemic 
lupus erythematosus, 10 cases. 

Systemic lupus erythematosus occurs chiefly in 
young women. The severity and clinical manifes- 
tations vary greatly, but the skin, joints, kidneys, 
and serous membranes are most commonly in- 
volved. A developmental predisposition to systemic 
lupus erythematosus may exist, and the disease 
may be initiated by various types of tissue injury. 
Cases of hepatitis in which the L. E. cell test gave 
positive results (lupoid hepatitis) were closely stud- 
ied. The status of this syndrome remains uncer- 
tain; it may represent a lupus variant. Evidence is 
adduced in support of the hypothesis that immu- 
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nological responsiveness is a factor in the patho- 
genesis of systemic lupus erythematosus; the high 
incidence (75%) of positive reactions in the auto- 
immune complement-fixation test and the frequen- 
cy of plasma-cell and lymphocytic aggregates in 
affected tissues are considered significant. The ef- 
fect of steroid hormones in lupus nephritis was 
evaluated by serial renal biopsy studies. Severe 
nephropathies were not improved by the adminis- 
tration of cortisone, but in 3 patients with early 
lesions clinical and histological evidence of arrest 
was noted. 


Hereditary Elliptocytosis: Family with 3 Cases. 
P. Hoveid. Tidsskr. norske lagefor. 78:844-845 
(Sept. 1) 1958 (In Norwegian) [Oslo]. 


Hereditary elliptocytosis, first described by Dres- 
bach in 1904, is a relatively rare condition charac- 
terized by the oval or elliptical form of most of 
the erythrocytes. More than 400 cases have been 
published. As a rule, the condition is an innocent 
anomaly without symptoms and discovered only 
on examination of blood smears. Patients with the 
anomaly are classified in 3 groups, i. e., those with- 
out increased hemolysis, those with compensated 
hemolysis, and those with hemolytic anemia. In- 
heritance is dominant. The condition is found in 
all races. The lifetime of the elliptocytes is shorter 
than that of normal erythrocytes. In the case de- 
scribed, in a youth aged 18 years, the clinical pic- 
ture agreed with the description of hereditary 
elliptocytosis. The liver was palpable and _ roent- 
genologically slightly enlarged. The Bromsulpha- 
lein test gave pathological values on 2 examina- 
tions, possibly indicating liver function impairment 
due to the intensified bilirubin excretion. The pa- 
tient’s family consisted of 8 members, all of whom 
were examined; only the father and a_ paternal 
uncle had elliptocytic blood corpuscles, both with- 
out signs of anemia or hemolysis. 


The Mechanism of Hypoglycemic Action of Anti- 
diabetic Sulfonamides. S. M. Leites and N. P. 
Smirnov. Probl. endokrinol. i gormonoterap. 4:3-12 
(No. 4) 1958 (In Russian) [Moscow]. 


Preparation BL-55 (Nadisan) was tested in ex- 
periments in vivo and in vitro. It was demonstrated 
that it depresses the activity of hepatic insulinase 
in normal and diabetic animals and increases the 
hypoglycemic effect of administered insulin in 
normal animals, as well as in those with alloxan 
diabetes and diabetes after depancreatization. In 
completely depancreatized dogs and in rabbits 
with severe alloxan diabetes, BL-55 produces no 
hypoglycemic effect on single or repeated admin- 
istration. In mild alloxan diabetes when a part of 
the insular pancreatic apparatus is preserved, Nadi- 
san has a hypoglycemic effect. These data allow the 
conclusion that the hypoglycemic effect of BL-55 
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is caused by inactivation of insulinase and is mani- 
fested only in those diabetic animals which are 
still capable of producing a certain amount of in- 
sulin. Increase of the hypoglycemic effect of ad- 
ministered insulin (under the effect of Nadisan) 
may also be caused by inactivation of insulinase 
by this preparation. 


Dyschondroplasia and Hemangiomata (Maffucci’s 
Syndrome): II. W. B. Bean. A. M. A. Arch. Int. 
Med. 102:544-550 (Oct.) 1958 [Chicago]. 


The author described in 1955 (report I) 2 patients 
with Maffucci’s syndrome (for whom progress re- 
ports are given here) and an infant with lesions 
suggesting the same diagnosis. He also surveyed 
most of the cases reported since Maffucci’s report 
was published in 1881. The syndrome is an inborn 
error of tissue fabrication, a dysplastic mesodermal 
anomaly in which angioma, phlebectasia, vascular 
hamartoma, and dyschondroplasia occur in various 
combinations, separated in different parts of the 
body or closely intermingled. 

The case which the author now reports concerns 
a 56-year-old bachelor, who had been forced to 
use crutches from the age of 6 years. After he had 
had 9 fractures of the left leg, the extremity was 
amputated when he was 32 years old. On a visit 
a year ago to the hospital where the amputation 
was performed, he learned that, in addition to the 
dyschondroplasia, a sarcoma had been detected 
on one of the deformed toes of the amputated leg. 
His general health had been fairly good. The thy- 
roid was diffusely enlarged, but there were no clin- 
ical signs of thyroid dysfunction. There was a de- 
formity of the right arm and hand, and on the left 
wrist there was an angioma nearly as big as a golf 
ball; after it was emptied by compression, blood 
slowly refilled it. On both palms there were rubbery- 
looking dark venous blebs which were slowly erec- 
tile after compression. The patient had an inguinal 
hernia, and there was some scoliosis. A roentgeno- 
gram revealed enlarged hilar nodes and an infiltrate 
with fuzzy margins in the upper lobe of the right 
lung. There was a single scrotal angioma, the faint- 
est early sign of the Fordyce lesion. There had been 
some recent extension of the deformity of the right 
hand and wrist, with redness, swelling, pain, and 
shininess of the tense skin overlying the deformed 
bone and cartilage. Osteosarcoma was suspected, 
but the patient refused surgical treatment. Almost 
a year later his condition was reported to be un- 
changed. 

Reviewing the literature, the author mentions 
among others a case presented by Aimes and Fran- 
chebois. These authors also discussed the various 
aspects of dyschondroplasia: the pure form called 
Ollier’s disease; dyschondroplasia with vascular 
anomalies, the Maffucci syndrome; dyschondro- 
plasia and cutaneous pigment anomalies; the com- 
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bination of cutaneous angiomas and_ birthmarks, 
with underlying change in the bone, which has 
been called the Trelat-Monad syndrome of an- 
gioma, with unilateral hypertrophy of bone; and 
the Klippel-Trenaunay syndrome of cutaneous an- 
giomas and varices, with unilateral hypertrophy 
of bone or Parkes-Weber’s hemangiomatous hemi- 
hypertrophy. Tapié called attention to the fact 
that Cruveilhier and Hansen observed examples of 
the combined lesions before Maffucci. In 1835 
Cruveilhier, in his “Atlas of Pathologic Anatomy,” 
portrayed an amputated hand which bore multiple 
angiomas with phlebectasia and dyschondroplasia 
of the digits. In 1863 Hansen described a man 
whose right shoulder was the site of a chondro- 
sarcoma, which had appeared after an injury, and 
who also had a cavernous angioma and phlebec- 
tasia of the right hand. 

The author concludes that Maffucci’s syndrome, 
with the occurrence in one person of dyschondro- 
plasia, vascular anomalies, and hamartomas, has 
now been recorded in at least 41 instances. It pro- 
duces serious deformities but is compatible with 
an active life. It may be recognized in early child- 
hood and may continue into late years, though 
there is a serious risk of neoplasm, particularly 
sarcoma. Its cause is a mystery. Beyond the sur- 
gical correction of deformed bones and amputa- 
tion, no treatment is known. 


Effect of Rice Diet on Diabetes Mellitus Associated 
with Vascular Disease. W. Kempner, R. L. Peschel 
and C. Schlayer. Postgrad. Med. 24:359-371 (Oct.) 
1958 [Minneapolis]. 


This report is concerned with 100 consecutive 
patients who had diabetes mellitus associated with 
vascular disease and who were treated with the 
rice diet. They were followed for from 3 months 
to 11 years, and the average period of observation 
was 22 months. Nine patients died. The rice diet 
is a high-carbohydrate, low-protein, low-fat, and 
low-sodium diet, containing 565 to 570 Gm. of 
carbohydrate, 20 to 25 Gm. of protein, less than 
5 Gm. of fat, and 70 to 120 mg. of sodium per 2,400 
calories. It was well tolerated. Average insulin 
requirements as well as average blood sugar levels 
decreased. Manifestations of cardiovascular and 
renal disease, such as hypertension, enlargement 
of the heart, electrocardiographic abnormalities, 
azotemia, and proteinuria, improved significantly 
in the majority of patients. Hypercholesteremia, 
present in 80 of the 100 patients, decreased in 85% 
from an average level of 325 mg. to an average 
level of 227 mg. per 100 cc. 

The effect of the rice diet on “specific” diabetic 
retinopathy (aneurysms; punctuate, preretinal, vit- 
reous hemorrhages; waxy exudates; retinitis pro- 
liferans) in 44 patients was as follows: progression 
of lesions, in 9 patients; improvement in one eye 
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but progression of lesion in other eye, in 7; no 
change, in 15; improvement, in 13. In 19 patients 
who had hypertensive, arteriosclerotic, or renal 
retinopathy (papilledema, hemorrhages, exudates, 
venous thrombosis), the lesions progressed in 3, 
did not change in 5, and improved in 11 patients. 
It is not known what single factor causes the effects 
of the rice diet on diabetes mellitus and its vas- 
cular complications. It contains less sodium, pro- 
tein, and fat than any other diet used in the treat- 
ment of diabetes mellitus. The authors conclude 
that an attitude of resignation with regard to the 
prognosis in diabetes mellitus with vascular compli- 
cations including diabetic retinopathy is no longer 
justified, since the course of ‘the disease can be 
favorably changed by treatment with the rice diet. 


“Infarctoid Cardiopathy” Produced by Hydrocorti- 
sone and Monobasic Sodium Phosphate. H. Selye 
and I. de Salcedo. A. M. A. Arch. Int. Med. 102: 
551-557 (Oct.) 1958 [Chicago]. 


Many actions of hormones are not direct but are 
due to the creation of favorable conditions for the 
actions of nonhormonal agents. The authors studied 
this phenomenon particularly in relation to the 
actions of electrolytes. It was found that the pro- 
duction of nephrosclerosis, myocarditis, and peri- 
arteritis nodosa by deoxycorticosterone does not 
depend upon the direct effects of the hormone but 
upon its ability to sensitize tissues to dietary sodium 
chloride. Apparently it is through an essentially 
similar mechanism that deoxycorticosterone pro- 
duces favorable conditions for the production of 
nephrocalcinosis by the concurrent administration 
of, in themselves, inactive doses of phosphate. A 
particularly striking instance of the selective con- 
ditioning of cardiac tissue for the toxic actions of 
dietary sodium phosphates (monobasic and dibasic 
sodium phosphate) recently came to the authors’ 
attention. Rats treated concurrently with certain 
highly active corticoids (e. g., the 9a-halogenated 
steroids) and monobasic sodium phosphate invari- 
ably succumbed with the clinical manifestations of 
acute cardiac death. Autopsy regularly revealed 
in their myocardium large, yellowish, infarct-like 
necrotic patches. Histologically these lesions re- 
sembled the true spontaneous cardiac infarcts of 
man. This similarity is further emphasized by the 
fact that sudden exposure to stress can precipitate 
the development of massive cardiac necroses in 
rats pretreated with subthreshold doses of mono- 
basic sodium phosphate plus corticoids. On the 
other hand, the experimental lesion essentially 
differs from ordinary infarcts in that histologically 
demonstrable vascular occlusions do not occur in 
the former. To emphasize both their resemblance 
to, and their distinctness from, true cardiac infarcts, 
these lesions have been referred to as an “infarctoid 
cardiopathy.” 
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The demonstration that the myocardium can be 
selectively conditioned to inorganic salts raised the 
hope that the interaction between sodium phos- 
phates and steroids might help to elucidate certain 
problems of cardiac physiology, as well as the 
cardiac infarcts which occur without evidence of 
acute coronary occlusion in man. The authors felt 
that they first had to establish whether the natural- 
ly secreted glucocorticoid of man, hydrocortisone, 
can also selectively condition the heart to the 
actions of orally administered sodium phosphate 
and whether the infarctoid cardiopathy can be ex- 
perimentally induced in primates. Eighteen female 
rhesus (Macaca mulatta) monkeys were subdivided 
into 8 groups. Experiments indicated that treat- 
ment with large doses of natural glucocorticoid 
(hydrocortisone) can so condition the cardiac muscle 
that it responds to severe neuromuscular stress, 
with the development of extensive acute myocardial 
necrosis. Combined treatment with hydrocortisone 
and monobasic sodium phosphate produces such 
infarct-like mvocardial changes even in animals not 
exposed to stress. In monkeys pretreated with 
hydrocortisone plus monobasic sodium phosphate, 
subsequent exposure to a neuromuscular stress 
produces particularly pronounced and extensive 
myocardial necroses. 

It remains to be shown whether the various ex- 
perimental and clinical conditions discussed here 
are, in fact, due to some closely related metabolic 
derangement within the myocardium and whether 
the therapeutic measures that proved effective in 
the experimental infarctoid cardiopathy could serve 
as a basis for the development of new therapeutic 
measures applicable to spontaneous cardiac dis- 
eases of man. From earlier experiments on the rat, 
it is clear that such experimental myocardiopathies 
can be prevented by magnesium and _ potassium 
salts. 


Cystic Medionecrosis with Dissecting Aneurysm of 
Coronary Arteries. A. E. Boschetti and A. Levine. 
A. M. A. Arch. Int. Med. 102:562-570 (Oct.) 1958 
[Chicago]. 


The authors report a 45-year-old woman in whom 
a dissecting aneurysm associated with changes of 
medial cystic degeneration was confined to the 
coronary arteries. The clinical picture was that of 
an acute coronary occlusion with electrocardis- 
graphic changes commonly seen in an evolving and 
expanding myocardial infarction. Even in retro- 
spect there appears to be no clinical clue leading 
to the diagnosis of coronary dissecting aneurysm. 
Although some importance has been attributed to 
a history of physical stress occurring one to several 
days before the onset of clinical symptoms, the 
available clinical data in the woman presented 
here did not bear this out. A review of the literature 
shows this case report to be the second in which 
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both lesions, i. e., medial cystic degeneration and 
dissecting aneurysm, were present and confined 
to the coronary arteries. 

Aortic cystic medionecrosis with extension of a 
dissecting aneurysm into the coronary arteries is 
rare, but medionecrosis and dissection of coronary 
arteries independent of aortic involvement is even 
more rare. The first case of dissecting aneurysm of 
the left coronary artery with associated changes of 
cystic medionecrosis was described by Lovitt and 
Corzine in 1952. The authors describe 3 additional 
cases in which medial cystic degeneration of coro- 
nary arteries was an incidental finding at autopsy. 
These incidental findings suggest that so-called 
idiopathic dissecting aneurysm, even of the coronary 
arteries, may well be due to medial cystic de- 
generation. 


Serum Cholesterol, Electrophoretic Lipid Pattern, 
Diet and Coronary Artery Disease: A Study in 
Coronary Patients and in Healthy Men of Different 
Origin and Occupations in Israel. D. Brunner and 
K. Lobl. Ann. Int. Med. 49:732-750 (Oct.) 1958 
|Lancaster, Pa.]. 


Previous studies on the relationship between 
arteriosclerosis and disturbances in lipid metabolism 
came up against the fact that there is always a 
considerable overlap in the total cholesterol values 
in patients with coronary disease and in normal 
controls. It seemed logical that some other lipid or 
lipid fraction could serve as a clearer indicator of 
atherogenic activity. The authors had noted great 
differences as regards the incidence of arterio- 
sclerotic heart disease in various communities in 
Israel, the population of which is composed of 
“Ashkenazi” Jews, who came from Europe, the 
United States, and South Africa, and of “Sephardi” 
Jews, from the Mediterranean area and the Middle 
East. Among the Sephardi Jews the Yemenites are 
of especial interest. The Ashkenazi Jews showed a 
high incidence of coronary disease, whereas this 
disease was almost absent among the Yemenites. 
Other investigations confirmed the low levels of 
total serum cholesterol and other lipids among the 
Yemenites. The authors determined by analytic 
and paper electrophoretic methods the lipid pat- 
terns of a group of patients with coronary disease, 
of various groups of apparently healthy Ashkenazi 
Jews in different occupations, and of Yemenite 
Jews. 

The results of these studies suggested that the 
serum beta-cholesterol levels in milligrams per 100 
ce. are a better index of atherogenic activity than 
is the total serum cholesterol level or any other 
lipid or lipid pattern combination. Of 74 patients 
with coronary disease, 40% had normal levels of 
total cholesterol (the normal upper level being 
taken as 250 mg. per 100 cc.), but only 10.8% had 
beta-cholesterol levels of less than 180 mg. per 100 
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ce. The group of Yemenite Jews examined did not 
show a single example with more than 180 mg. per 
100 cc. of beta-cholesterol. The Yemenite Jews 
were free of evidence of coronary disease. Among 
Ashkenazi Jews divided into groups according to 
occupation, it was found that professional workers 
(physicians) had significantly higher average beta- 
cholesterol levels than did manual workers, Since 
the dietary habits of the Jews of Ashkenazi origin 
are similar, it seems likely that energy output, 
which varies so much between manual workers 
and members of a free profession, is the decisive 
factor in determining lipid patterns and so possibly 
the incidence of coronary artery disease. The pa- 
tients with coronary disease showed a low per- 
centage of alpha-cholesterol, which was independ- 
ent of the total cholesterol level and/or the beta- 
cholesterol level in milligrams per 100 cc. 

The authors point out that their findings in 
Yemenite Jews approximate the findings of Bronte- 
Stewart and associates in African Bantus. Although 
utterly different in race and way of life, Bantus and 
Yemenites resemble each other in their lipid pat- 
terns, in the low proportion of fat in their diets, and 
in their immunity to coronary artery disease. The 
fact that 2 racial groups as different as the Bantus 
and the Yemenite Jews appear to be immune to 
coronary artery disease contradicts the supposition 
that the lipid patterns and the predisposition to 
coronary disease are due to factors of race or hered- 
ity, and supports the hypothesis that they are due to 
environmental causes. 


Long-Term Prophylactic Administration of Tetra- 
cycline to Chronic Bronchitics. J. Buchanan, W. W. 
Buchanan, A. G. Melrose and others. Lancet 2:719- 
722 (Oct. 4) 1958 [London]. 


According to Buchanan and associates, chronic 
bronchitis is an important cause of disability and 
unemployment in Scotland, being at least 3 times 
commoner in men than in women. The etiology is 
complex, including genetic and social factors and 
the effects of atmospheric pollution and tobacco 
smoking, but bacterial infection is widely accepted 
as playing a major role. In order to ascertain 
whether long-continued tetracycline administration 
would reduce the incidence of acute exacerbations, 
the authors conducted a trial on male outpatients 
who attended for at least 12 months at intervals of 
3 weeks. All had clear evidence of chronic bron- 
chitis, with persistent productive cough, undue 
effort dyspnea, and a history of previous acute in- 
fective exacerbations which in many cases had 
been treated in hospital. No patient had active 
tuberculosis, and none had recently received anti- 
biotic therapy. Preliminary assessment consisted of 
a full history and clinical examination, roentgeno- 
grams of chest and sinuses, electrocardiography, 
sputum culture, vital capacity determination, weight 
measurements, urinalysis, and blood examination, 
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including erythrocyte sedimentation rate. The in- 
vestigations were repeated at intervals during the 
trial. At intervals of 6 to 12 weeks, serum tetracy- 
cline levels were estimated. 

The patients were allotted by random selection 
to 2 groups; one group received tetracycline in a 
dose of 250 mg. night and morning, and the other 
group received lactose in capsules of identical ap- 
pearance. Twenty-six patients received tetracycline, 
and 25 received the inert substance. The treated 
group experienced a statistically significant reduc- 
tion in the number of exacerbations, compared with 
the control group. Subjectively, the treated patients 
were improved and had less cough, with reduction 
in the volume and purulence of the sputum. More 
of them gained weight than did the controls. No 
improvement was found on objective investigation. 
There were no serious side-effects attributable to 
tetracycline. Satisfactory serum tetracycline levels 
were obtained. The authors conclude that this form 
of therapy is indicated in the long-term manage- 
ment of chronic bronchitis. 


Familial Osteoarthropathy of the Fingers. A. C. 
Allison and B. S. Blumberg. ]. Bone & Joint Surg. 
40B:538-545 (Aug.) 1958 [London]. 


The authors report on 2 families with a geneti- 
cally determined arthritis-like abnormality of the 
hands, characterized by enlargement and loss of 
mobility of the proximal and distal interphalangeal 
joints. Twelve of 18 affected members of the first 
family and 5 of 11 affected members of the second 
family were seen. There is no known relationship 
between the 2 families. The condition begins before 
puberty, is relatively painless, and is not function- 
ally disabling. It resembles the condition described 
by Thiemann and appears to be one of a group of 
conditions in which the epiphyses of the bones 
undergo avascular necrosis. The appearance of the 
abnormality is controlled by a single autosomal 
gene, which manifests itself in nearly all persons 
who are heterozygous for it. Two of the offspring 
of a consanguineous marriage between affected 
persons showed much greater involvement than 
their siblings. This suggests that they may repre- 
sent the effect of the abnormal gene in double dose. 
If this is so, the type of inheritance cannot strictly 
be regarded as “dominant,” since the abnormal 
homozygote is different from the heterozygote. 


Blankets and Infection: Wool, Terylene, or Cotton? 
H. Schwabacher, A. J. Salsbury and W. J. Fincham. 
Lancet 2:709-712 (Oct. 4) [London]. 


Antibiotic-resistant strains of pathogenic bacteria 
have become a_ serious problem, particularly 
Staphylococcus aureus which is able to acquire re- 
sistance faster than new and potent antibiotics can 
be produced. Staph. aureus, phage type 80, made 
its appearance at the hospital with which the au- 
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thors are connected toward the end of 1957. It be- 
came endemic, and measures taken to eradicate it 
failed. The hospital laundry disinfected woollen 
blankets with quaternary ammonium compounds. 
In examining test blankets, the authors found no 
staphylococci or streptococci, though Proteus vul- 
garis and Pseudomonas pyocyanea have survived 
the process. But the fluff from these blankets seemed 
to play an important part in the spread of infection, 
as plates exposed on the wards nearly always re- 
vealed numerous colonies of staphylococci around 
a nidus of fluff. Experiments were, therefore, di- 
rected toward assessing (1) the effect of more fre- 
quent cleaning and more careful use of woollen 
blankets and (2) the effect of using a blanket ma- 
terial which would not produce fluff. Two experi- 
ments were devised to investigate woollen and non- 
woollen blankets. In both records were kept of any 
septic cases on the wards. 

The first experiment showed that the use of 
freshly washed blankets, disinfected with quater- 
nary ammonium compounds, for each patient ad- 
mitted to a test ward reduced the total bacterial 
count (and especially that of Staph. aureus, phage 
type 80) and also decreased cross-infection. The 
second experiment showed that there was a moder- 
ate reduction in the total bacterial count when 
Terylene blankets were used instead of woolen 
blankets. But the total bacterial count was reduced 
more and there was no cross-infection during the 
time that cotton blankets were used. After the first 
washing cotton blankets did not produce the fluff 
which seems to be a major factor in the spread of 
infection. 


The Fibre Composition of Hospital Dust. T. A. 
Pressley. Lancet 2:712-713 (Oct. 4) 1958 [London]. 


As part of an investigation of the hospital blanket 
problem, it was thought desirable to make a direct 
examination of hospital dust—presumably the ve- 
hicle chiefly responsible for carrying bacterial in- 
fection to a wound. For this purpose samples were 
collected in 3 hospitals in the Melbourne area. A 
preliminary sample of floor sweepings contained a 
high proportion of heavy debris that would never 
be air-borne, and sampling from the air at bed 
height was, therefore, undertaken. All samples of 
air-borne dust collected in the 3 hospitals consisted 
essentially of cellulose fibers. Very few wool fibers 
could be found. Most samples subjected to bac- 
teriological examination contained coagulase-posi- 
tive Staphylococcus aureus. This suggests that the 
cross-infection with Staph. aureus is primarily due 
to transfer of the bacteria by some agency other 
than fluff from blankets and that, therefore, re- 
placement of wool blankets with those made from 
other textile fibers, or the application of an oiling 
technique to blankets only, is unlikely to reduce 
cross-intection. 
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Acute Myocarditis After A-Influenza: Two Cases. 
H. Lisager. Ugesk. leger 120:1330-1331 (Oct. 2) 
1958 (In Danish) [Copenhagen]. 


Of 2 cases of heart disorder of acute origin, one 
set in during influenza with fulminant course; the 
other appeared 3 weeks after the start of influenza. 
In both cases the influenza (tvpe A) was compli- 
cated by bronchopneumonia of unknown etiology. 
There were in both instances cardiac dilatation, 
tachycardia, low blood pressure, and electrocardio- 
graphic changes in the RS-T interval and the T 
wave. The patients survived. In the first case the 
picture was somewhat obscured by the acute phase 
of the main disorder and the active therapy. Be- 
cause of the marked, rapidly increasing heart dila- 
tation in this case, digitalis therapy was discussed 
but was not considered to be indicated. In the sec- 
ond case insufficiency symptoms occurred, and, as 
the course here was, on the whole, more peaceful. 
careful digitalization was applied with good eftect. 


SURGERY 


Haemorrhagic Infarction of the Sigmoid as a Re- 
sult of Thromboangiitis Obliterans. J. K. C. Rijs- 
bosch. Arch. chir. neerl. 10:124-133 (No. 2) 1958 
(In English) [Arnhem, The Netherlands]. 


At the surgical clinic of the University of Utrecht 
a 23-year-old man, who was under treatment, sud- 
denly had felt a violent urge to defecate, associated 
with profuse sweating. These symptoms were fol- 
lowed by severe lower abdomina! pain; vomiting 
continued, but hardly any stools were produced. 
There was muscular defense in the left lower ab- 
dominal region, but no intestinal peristalsis was 
observed. Rectal examination was very painful. The 
condition was diagnosed as pelvic peritonitis of 
undetermined etiology. During laparotomy a large 
portion of the sigmoid colon was found to be 
necrotic. The inferior mesenteric artery was com- 
pletely obliterated. In the course of resecting the 
necrotic portion of the colon, it was found that the 
marginal arcades of the colon were very poorly 
developed—a fact which necessitated a wide resec- 
tion. The continuity of the colon was restored by 
means of an end-to-end anastomosis between the 
ascending colon and the rectum. 

The histological examination of the resected 
specimen revealed that the changes in the inferior 
mesenteric artery and its ramifications resembled 
those described by Buerger in 1924 in the arteries 
and veins of the lower extremities in cases of throm- 
boangiitis obliterans. The arterial lumens were ob- 
literated by a highly vascular connective tissue or 
by thrombosis with organization. The cells invad- 
ing these thrombi, which were characterized by 
their unusual nuclei, might be compared with the 
cells regarded by Buerger as deformed angioblasts. 
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Granulation tissue containing giant cells and fill- 
ing the vessels is believed to be pathognomonic of 
thromboangiitis obliterans (Buerger’s disease). On 
the basis of the similarity between the histological 
vascular changes observed in this patient and those 
found in patients with thromboangiitis obliterans 
of the vessels of the lower extremities, this condi- 
tion can be regarded as Buerger’s disease showing 
an unusual localization: the interior mesenteric 
artery and its ramifications. 

Occlusion of the inferior mesenteric artery does 
not necessarily produce clinical manifestations, for 
obliteration of this artery is sometimes found at 
autopsy in the absence of circulatory disturbances 
in the regions supplied by this artery. While it has 
been known that transient abdominal symptoms 
may occur in the course of manifest Buerger’s dis- 
ease of the extremities, the literature on throm- 
boangiitis obliterans in the mesenteric vessels is 
scanty. Obliteration of the inferior mesenteric ar- 
tery generally has few consequences with regard to 
the circulation in the colon, because a satisfactory 
development of marginal arcades, as a rule, en- 
sures the development of a collateral circulation. 
An initially adequate collateral circulation, how- 
ever, may become inadequate as a result of pro- 
gressive involvement of the marginal arcades. The 
symptoms which accompany an infarction in the 
left part of the large intestine are those of “an 
acute abdomen.” The pain is generally in the left 
side of the lower abdomen. The history often re- 
veals previous attacks of abdominal pain of ob- 
scure etiology (intermittent mesenteric claudica- 
tion). If the general condition permits, laparotomy 
is carried out, the colon being resected to well be- 
yond the infarcted part. Recently, embolectomies 
have been described in cases of occlusion of the 
superior mesenteric artery; if not completely restor- 
ing intestinal vitality, such procedures at least per- 
mit reduction of the intestinal resection. 


Variation of the Serum Aminopherase (Transami- 
nase) Activities in Surgical Patients. V. D’Abbicco 
and A. De Tullio. Acta chir. italica 14:539-551 
(July-Aug.) 1958 (In Italian) [Padua, Italy]. 


The authors investigated the quantitative varia- 
tions of serum glutamic oxalacetic transaminase 
(SGO-T) activity and of serum glutamic pyruvic 
transaminase (SGP-T) activity in 52 surgical pa- 
tients. One group of 20 patients had neoplastic 
disease which in 10 was either a primary or a meta- 
static lesion of the liver. The second group, con- 
sisting of 11 patients, had various types of liver 
disease, occasionally accompanied by jaundice. The 
third group of 21 patients had various other dis- 
orders to be treated by surgery. No deviation from 
normal titers in the serum level of the 2 transami- 
nase activities was observed in the patients of the 
first group who had a neoplastic lesion of an organ 
which was not in the digestive tract, although a 


146/78 


slightly higher level of SGP-T activity was recorded 
in one patient with pulmonary carcinoma. Unlike 
other workers, the authors did not find an increased 
serum transaminase activity in patients with pri- 
mary or metastatic lesions of the liver. An inversed 
proportion of SGO-T to SGP-T activity, as com- 
pared with normal titers in patients with metastatic 
lesions of the liver, was the most striking feature of 
this study. Elevated levels of serum transaminase 
activity were established in patients with neo- 
plastic or non-neoplastic disease of the liver ac- 
companied by marked jaundice. There was no 
deviation from normalcy in the serum transaminase 
activity in patients of the third group who did not 
have a liver or neoplastic disease. 


Vertebra Plana. A. T. Fripp. J. Bone & Joint Surg. 
40B:378-384 (Aug.) 1958 [London]. 


The author reports 4 cases of vertebra plana in 
2 boys and 2 girls who were treated at various 
hospitals in England between 1935 and 1945. No 
biopsy was performed. The cases were typical in 
their mode of onset, symptomatology, and clinical 
findings. The early roentgenographic appearances 
were also typical. The patients were treated by a 
period of recumbency but with no deep roentgeno- 
therapy; recent follow-up showed that in each pa- 
tient there was a complete relief of symptoms 
without any appreciable clinical abnormality. A 
complete skeletal survey was carried out in only 
one patient, and no other bone lesion was observed. 
Later roentgenograms showed in each patient al- 
most complete regeneration of the affected vertebra, 
and in 3 of the 4 patients there was a narrow line 
of sclerosis (the ghost vertebra) representing the 
original collapsed and dense vertebral body. It ap- 
pears that solitary lesions of this tvpe in the vertebra 
can be self-limiting. A review of the patients sug- 
gests that in solitary lesions deep roentgenotherapv 
is not necessary, provided that the patient can be 
kept under supervision with repeated roentgeno- 
graphic examination in order that the process of 
regeneration can be followed. In view of the pos- 
sible after-effects of deep roentgen-ray irradiation, 
it is desirable to limit this to patients in whom it is 
proved to be necessary. If there is roentgenologic 
evidence of multiple lesions, a biopsy should be 
performed on the one that is accessible, and appro- 
priate x-ray treatment instituted. 


Second Shunting Operations for Pulmonary Steno- 
sis with Cyanosis Following Failure of Original 
Systemic-Pulmonary Anastomoses. ]. A. Haller Jr. 
Surgery 44:919-926 (Nov.) 1958 [St. Louis]. 


Of the 1,500 patients with pulmonary stenosis 
and cyanosis who were operated on between 1944 
and 1957 at the Johns Hopkins Hospital, 266 (group 
1) were infants, 514 (group 2) were children be- 
tween the ages of 2 and 5 years, 478 (group 3) were 
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children between the ages of 5 and 12 years, and 
242 (group 4) were over 12 years of age. One hun- 
dred nine of the 1,500 patients (34 of group 1, 44 
of group 2, 18 of group 3, and 13 of group 4) re- 
quired reoperation because their original systemic- 
pulmonary anastomoses became inadequate. The 
average time interval between the original and the 
second operation in the 4 groups of patients varied 
between 3 and 8 years. The highest incidence of 
shunt failure occurred in the group of infants (up to 
2 vears of age) in which about 1 in every 7 patients 
required reoperation. The most common cause of 
a poor result in this group was thrombosis of the 
original anastomosis. The prognosis was best for 
the patients in group 3 in which only 1 patient in 
25 required a second operation; in 13 (70%) of the 
18 patients in this group who required a second 
anastomosis, the indication for it was that the pa- 
tients had outgrown their original shunts which 
were still patent and functioning well. A Potts-type 
anastomosis was used for the second operation in 
57 (52%) of the 109 patients, but follow-up evalua- 
tion after the second operation revealed that the 
type of anastomosis employed in the second opera- 
tion did not influence the generally good results 
obtained by the second operation. Ten patients died 
during or shortly after the second operation, an 
over-al] mortality rate of 9%. Eighty-three of the 
109 patients have been followed for more than 3 
months, with an average follow-up period of 3 
years; 75 (90%) of the 83 patients are considered to 
have good postoperative results. 


Acute Episodes of Diverticulosis of the Large In- 
testine. M. Marsiglia. Chirurgia 13:292-296 (No. 4) 
1958 (In Italian) [Milan, Italy]. 


An evaluation is made of the therapeutic results 
in 43 patients who were operated on during the 
period from 1946 to 1956 for acute diverticulosis 
of the large intestine in the surgical emergency 
department of the clinic with which the author is 
associated. The average yearly number of opera- 
tions did not change much in this period, which 
means that antibiotics have not greatly affected 
the clinical course of the disease. Diverticula had 
developed in the pelvic colon in 41 patients and in 
the transverse colon in 2 patients. There were 14 
operative or postoperative deaths (32%) recorded, 
which included 7 of 19 patients with perforation of 
the diverticulum, 4 of 12 patients with generalized 
peritonitis without perforation, 1 of 4 patients with 
peritoneal abscess, and 2 of 8 patients with intestinal 
occlusion. The last 2 patients died because of a 
second occlusion which was not detected during 
the operation. 

The author points out that the operation per- 
formed on these patients was a lifesaving measure 
and it did not resolve the disease. A long history of 
diverticulosis was known to have existed in 9 pa- 
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tients. Frequent occurrence of subacute episodes 
of colitis preceding the acute episodes of diverticu- 
losis of the large intestine was traced in the history 
of the remaining 34 patients. The author therefore 
suggests an early institution of surgical therapy 
after a trial of medical treatment in patients with 
recurrent mild or subacute episodes of diverticu- 
losis in order to prevent the onset of the acute 
phase of the disease. 


Proximal Pancreatectomy in the Treatment of 
Pseudocysts of the Pancreas: I. Eight Pancreatec- 
tomies Because of Fistula. P. Mallet-Guy and J. 
Michoulier. Lyon chir. 54:707-725 (Sept.) 1958 (In 
French) [Paris]. 


Pancreatic fistula as a sequela of external drain- 
age for pseudocysts of the pancreas is a grave, 
often fatal postoperative complication, frequently 
requiring a second surgical intervention. Experi- 
ence with external drainage of pseudocysts through 
the canal of Wirsung in 5 patients showed that this 
treatment may have more inconveniences than ad- 
vantages. The pancreatic pseudocysts are the result 
of a necrotic or traumatic interruption of the ex- 
cretory system, most frequently of the duct of 
Wirsung itself. The collection of fluid is main- 
tained by secretion from the segment on the left 
side of the pancreas, i. e., the proximal segment. 
Infection is the usual consequence of the external 
pancreatic fistula, rapidly leading to a pyopan- 
creatic fistula. Skin lesions caused by the digestive 
action of the escaping pancreatic fluid constitute a 
grave complication, appearing in the neighborhood 
of the fistulous opening. Proximal pancreatectomy, 
which is particularly indicated in patients with 
fistulas after external drainage, was successfully 
carried out in these 5 patients. Repeated and cor- 
rectly performed external drainage, with continuous 
suction, assuring disinfection of the sac, and separa- 
tion of the adhesions would have simplified the 
operation in many of the authors’ patients. An ex- 
ternal fistula was observed in an additional patient 
after incomplete pancreatectomy and was cor- 
rected by resection of the caudal segment. Two 
other patients with internal pancreatic fistulas, lo- 
cated in the gastric cavity, were cured by proximal 
pancreatectomy. Thus, 8 patients who presented 
fistulized pseudocysts, complicated by infection and 
blocked by severe adhesions, were cured by proxi- 
mal pancreatectomy. 


Proximal Pancreatectomy in the Treatment of Pan- 
creatic Pseudocysts: III. Conclusions in 21 Personal 
Cases. P. Mallet-Guy and J. Michoulier. Lyon chir. 
54:742-760 (Sept.) 1958 (In French) [Paris]. 


Three arguments may be advanced in favor of 
proximal pancreatectomy in the treatment of pa- 
tients with necrotic pseudocysts of the pancreas: (1) 
interruption of the pancreatic excretory duct, which 
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is the cause of the pseudocyst; (2) inflammatory 
lesions of the proximal segment of the gland; and 
(3) possible occurrence of epithelioma, the first 
manifestation of which would be pancreatic necro- 
sis. A survey of 39 patients subjected to proximal 
pancreatectomy, 21 of whom were the authors’ own 
patients and 18 of whom were reported on in the 
literature, showed that the operation was performed 
as a last resort on more than one-half of the pa- 
tients after external drainage; it was performed on 
9 patients because of fistula, on 9 because of recur- 
rence of the syndrome, on 2 after internal drainage, 
and on 1 after sphincterotomy. There were 2 post- 
operative deaths and 3 late deaths (1 from a malig- 
nant recurrence). The results in the surviving 
patients, 6 of whom were followed from 3 to 14 
vears after the operation, were excellent. No re- 
lapses were noted in any of the survivors. 

Considering these results, proximal pancreatec- 
tomy seems to be the treatment of choice for pa- 
tients with necrotic pseudocysts of the pancreas, 
because it removes the malfunctioning duct of Wir- 
sung which is the substratum of the disease. Yet the 
operation cannot be performed in all cases, be- 
cause it is often difficult and may be dangerous, 
especially in patients with external pseudocysts of 
the pancreas. External drainage, with continuous 
suction, performed before the operation helps to 
improve the results in such patients. Palliative op- 
erations have precise indications, particularly in 
patients with pseudocysts of the head of the pan- 
creas. 


Tuberculosis of the Femoral Neck and Greater 
Trochanter. R. T. Ahern. J. Bone & Joint Surg. 
40B:406-419 (Aug.) 1958 [London]. 


The author reports on 2 girls and 4 boys, between 
the ages of 3 and 9 years, with tuberculosis of the 
femoral neck, who were treated at the Heatherwood 
Orthopedic Hospital in Ascot, England. Three pa- 
tients were treated conservatively by bed rest and 
immobilization with the aid of a plaster cast, and 
the other 3 were treated by excision of the focus 
and chemotherapy with streptomycin combined 
with aminosalicylic acid (PAS) or isoniazid, or both. 
Tuberculosis of the femoral neck is an uncommon 
lesion occurring in patients in the first decade of 
life. Excellent results were obtained in the 3 pa- 
tients treated by immediate surgical intervention 
under antibiotic cover. 

Eighteen patients, 13 male and 5 female, between 
the ages of 14 and 75 years, with tuberculosis of 
the trochanteric bursa and greater trochanter were 
treated at the same hospital by a “standard meth- 
od” consisting of combined chemotherapy and 
radical surgery. An additional 14 patients, 11 male 
and 3 female, between the ages of 11 and 65 years, 
with the same condition were treated by other 
methods. Tuberculosis of the trochanteric bursa 
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and greater trochanter is a chronic disease, and 
advice is sought for superficial abscess of sinus 
formation. While the disease remains deep to the 
fascia lata, it is often silent or causes only minor 
symptoms. The evidence is overwhelming in favor 
of spread of the disease from bursa to bone. Eight 
of the 18 patients treated by the standard method 
showed bursal involvement alone; in the remaining 
10 patients every degree of bone destruction, from 
the slightest surface erosion to extensive cavitation, 
was observed. 

Trochanteric tuberculosis probably spreads as a 
surface infection, although in a few cases the pres- 
ence of large sequestrums suggests an infection in 
depth at the same time. In the patients with bone 
destruction the area of disease was well demarcated, 
and a uniform hard surface of bone presented after 
removal of the sequestrums and tuberculous debris. 
In view of this, excision of the trochanter appears 
to be superfluous and possibly dangerous, even in 
the presence of antibiotics. Roentgenography is an 
unreliable guide; decalcified sequestrums and debris 
are often not shown. Some useful information may 
be gained by roentgenograms in ful! medial and 
lateral rotation. In the absence of gross secondary 
infection the amount of discharge may be a rough 
but useful guide to the amount of dead _ tissue 
present. The results obtained from combined 
chemotherapy and radical surgery in the 18 pa- 
tients treated by this method have been satisfactory 
so far, although the period of follow-up is. still 
short. The results compare favorably with those of 
other methods of treatment emploved in the group 
of 14 patients with trochanteric tuberculosis. 


Gastrojejunal Ulcer and Gastrojejunocolic Fistula. 
R. P. McBurney, T. Farrar and R. L. Sanders. Am. 
Surgeon 24:709-713 (Oct.) 1958 [Baltimore]. 


Gastrojejunal ulcers developed in 51 of 1,000 pa- 
tients treated surgically for duodenal ulcers. Five 
of the 51 had gastrojejunocolic fistulas. In 36 of the 
51 patients a gastrojejunal ulcer developed after 
gastroenterostomy; 10 of these 36 had had vagot- 
omy in addition to the gastroenterostomy. Nine 
patients had had gastric resection as their primary 
surgery, 5 had had vagotomy and gastric resection, 
and 1 had had a pyloric exclusion operation. The 
most common symptoms in this series were ab- 
dominal pain, nausea, vomiting, hemorrhage, 
weight loss, and diarrhea. Roentgenologic findings 
were positive or suggestive in 80% of the cases. 

Fifty-eight surgical operations were performed 
on the 51 patients, since the gastrojejunal ulcer 
recurred in 7 of them. The majority of the patients 
were treated either by gastric resection with take- 
down of the gastroenterostomy, by vagotomy and 
gastroenterostomy combined, or by vagotomy plus 
gastric resection. There were 26 patients on whom 
gastric resection with resection of the stomal ulcer 
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and performance of a new gastrojejunostomy were 
done. Seventeen of these obtained excellent and 
5 satisfactory results, whereas in the other 4 pa- 
tients the results were poor. In 12 patients vagotomy 
was added to gastroenterostomy in the treatment 
of gastrojejunal ulcer, with 2 excellent results and 
10 poor results. 

Nine patients had vagotomy and _ resection as 
their final definitive treatment, this being done as 
subsequent procedures in some cases. Of this group, 
4 had excellent results; 1, a satisfactory result; and 
4, unsatisfactory results. All these patients had had 
at least a 65% gastric resection in association with 
vagotomy. The primary causes for an unsatisfactory 
result in both the gastric resection cases and the 
vagotomy plus gastric resection cases were anemia 
and malnutrition plus the dumping syndrome. In 
only one case was recurrence of the ulcer the cause 
for an unsatisfactory result. 

There were 2 postoperative deaths. Both of these 
patients had a gastrojejunocolic fistula, and one 
had a free perforation with peritonitis before op- 
eration. The authors believe that, with modern 
techniques and antibiotics, the treatment of choice 
for gastrojejunocolic fistula is a one-stage resection 
of the stomach, the ulcer, and closure of the colonic 
fistula. The last 3 of their 5 patients with gastro- 
jejunocolic fistula all had uneventful postoperative 
courses. One of the patients had a pancreatic islet 
cell adenoma in association with a recurrent gastro- 
jejunal ulcer. This was discovered at autopsy, the 
patient having died after hemorrhage caused by 
erosion of the splenic artery from a_ recurrent 
gastrojejunal ulcer. It is possible that some of the 
other patients in this series may have had this syn- 
drome. The policy of the authors now is always to 
explore the pancreas when operating for gastro- 
jejunal ulcer. Three patients had free perforation 
of the gastrojejunal ulcer into the abdominal cavity, 
and one of these had free perforation on 2 occa- 
sions. This complication was treated satisfactorily 
in 2 cases by simple closure of the perforation. In 
one case peritonitis led to abscess formation, and a 
second free perforation later was treated by radical 
resection; however, the patient died of peritonitis. 


Adenomatous Polyps of the Duodenum. I. I. 
Kal’chenko. Novy. khir. arkh. 4:31-40 (July-Aug.) 
1958 (In Russian) [Kiev, Russia]. 


On the basis of observations on 5 patients with 
polyps of the duodenum, the author concludes that 
most polyps of the duodenum are associated with 
polyposis of the stomach. The adenomatous polyps 
of the duodenum have the same tendency to under- 
go malignant degeneration as the polyps of the 
stomach, and they must, therefore, be regarded 
with suspicion. The adenomatous polyps of the 
duodenum, particularly if multiple and of consid- 
erable dimension, require resection of the intestine. 
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Removal of the polyps alone is not sufficient and is 
indicated only in cases in which the polyps are 
located near the papilla of Vateri, have not under- 
gone malignant degeneration, and do not cause 
profuse hemorrhages. A thorough examination of 
the entire gastrointestinal tract is necessary in the 
presence of polyps of the duodenum, because they 
are frequently associated with polyps of other seg- 
ments of the intestine. Clinical experience suggests 
that the polyps have a tendency to increase in 
number and in size and that they display a tendency 
to the involvement of other segments of the in- 
testine. 


GYNECOLOGY & OBSTETRICS 


Femoral Neuropathy in Abdominopelvic Surgery. 
D. A. Johnson and R. R. Montgomery. M. Ann. 
District of Columbia 27:513-514, 562 (Oct.) 1958 
[Washington, D. C.]. 


A case is reported which is a typical example of 
femoral neuropathy complicating gynecologic sur- 
gery. The 40-year-old woman was subjected to 
total hysterectomy, bilateral salpingo-oophorec- 
tomy, and appendectomy. The operation was per- 
formed through a Pfannenstiel incision. The im- 
mediate postoperative course was uneventful. On 
the third postoperative day, when the patient at- 
tempted to stand, her right leg did not support her. 
The patient remained in bed for a 4-day period 
and then attempted to stand and walk again. There 
was great weakness in the right lower extremity, 
particularly at the knee. The patient did not com- 
plain of pain in the extremity, but it was necessary 
for her to walk with a cane. Examination 6 weeks 
after the operation revealed weakness in the right 
lower extremity, with inability to extend the leg at 
the knee and to flex the thigh on the abdomen. The 
patellar reflex was absent; the Achilles tendon 
reflex was normal. There was deficiency of muscle 
tone over the anterior aspect of the right thigh, and 
measurements revealed approximately 2 in. of 
atrophy in the right thigh as compared with the 
left. A sensory deficit was detected over the an- 
terior aspect of the right thigh. 

A diagnosis of traumatic femoral neuropathy 
was made. The patient was reexamined 3 weeks 
later, when a very slight contraction in the right 
quadriceps muscle was palpable. One month later 
there was definite contraction of both the quadri- 
ceps and the iliopsoas muscles, though weakness 
was still severe and ambulation required support 
by a cane. Improvement continued slowly but pro- 
gressively. The authors discuss the anatomy of the 
femoral nerve and suggest that some cases of fe- 
moral neuropathy may not be recognized. Often 
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the complaint is one of vague weakness in one or 
both lower extremities which, fortunately, improves 
spontaneously in most instances in from 1 to 24 
weeks. Symptoms vary according to the degree of 
involvement of the nerve. Weakness of flexion of 
the thigh at the hip and weakness of extension of 
the leg at the knee, with loss of the patellar reflex, 
are the prominent clinical features. If involvement 
is bilateral and severe, the patient may be unable 
to walk, and even standing may be very difficult. 
Retraction associated with surgery is the usual 
cause of this neuropathy. Awareness of the possi- 
bility of this complication may result in its preven- 
tion and will lead to its prompt recognition and 
appropriate treatment. 


PEDIATRICS 


The Heart in Funnel Chest: Preoperative and Post- 
operative Studies of 70 Cases. B. Landtman. Ann. 
paediat. Fenniae 4:181-190 (No. 3) 1958 [Helsinki]. 


Cardiologic studies were carried out on 70 chil- 
dren (50 boys and 20 girls) with funnel chest at the 
time of surgical correction of chest deformity. The 
children ranged in age from 9 months to 15 years, 
45 being under 5 years. The interval between pre- 
operative and postoperative examinations was, on 
the average, 4 or 5 months. Before the operation 22 
of the children gave a history of repeated upper 
respiratory infections; 23, of dyspnea on effort; and 
5, of occasional precordial pain. None of the pa- 
tients showed signs of organic heart disease or of 
cardiac failure. The blood pressure was within 
normal limits in all the patients, and no significant 
changes were seen after the operation. Two of the 
children had systolic murmurs, the intensity of 
which exceeded normal ranges of variation; in both 
these patients the murmur almost disappeared after 
the operation. The rest of the patients showed nor- 
mal phonocardiograms, and no significant changes 
were seen postoperatively. 

Roentgenologic studies revealed in most of the 
patients slight enlargement of the.cardiac silhouette 
and some degree of displacement to the left. The 
diameter of the heart was usually diminished in 
the lateral positions. After surgical correction of 
the chest deformity, the cardiothoracic ratio in the 
anteroposterior position decreased in two-thirds of 
the patients. Ectopic arrhythmias were recorded in 
7 patients; normal sinus rhythm was restored in 5 
of these patients after the operation. Postopera- 
tively, the amplitude of the P wave decreased in 
22 patients. Before the operation the majority of 
the patients showed electrocardiographic signs of 
clockwise rotation of the heart about its longitudinal 
axis. There was usually a positive correlation be- 
tween the degree of the rotation and the severity 
of the sternal depression. A rotation of the heart 
in normal direction was usually seen after the oper- 
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ation. It was suggested that the preoperative 
changes in the electrocardiogram resulted from 
pressure exerted on the heart by the depressed 
sternum and from cardiac displacement. Although 
the majority of the children were asymptomatic 
before the operation, the observations tend to sup- 
port the view that surgical correction of funnel 
chest is often indicated because changes in the 
function of the heart, which are often present in 
children with this anomaly, usually disappear after 
the operation. 


Salmonella Typhimurium Infection Dust-Borne in 
a Children’s Ward. ]. G. Bate and U. James. Lancet 
2:713-715 (Oct. 4) 1958 [London]. 


In an infants’ ward of a children’s hospital 7 
outbreaks of gastroenteritis over a period of 11 
months were caused by Salmonella typhimurium, 
phage type 2. The Sal. typhimurium infection was 
probably introduced in November, 1956, by a child 
who had had gastroenteritis in another hospital 
and who was found to be an intermittent excreter. 
Even at this early stage there was evidence of an 
environmental infection in the finding of these 
organisms in the weighing-machine basket. On in- 
vestigation of the second and third outbreaks, a 
nurse, 2 orderlies, and 2 porters were found to be 
excreters. It seemed highly probable that the por- 
ters had been infected by handling contaminated 
linen. In the last 4 outbreaks no human carrier was 
detected, and it was not possible that the infection 
had come from the milk-kitchen. Therefore, there 
was reason to believe that the infection was en- 
vironmental. This was confirmed by the finding of 
Sal. typhimurium, phage type 2, in the bag of the 
floor-polisher. It seemed likely that dust contami- 
nation by passage of organisms through the porous 
cloth bag of this machine was the cause of the later 
outbreaks, and may have been responsible for all 
but the first. Since suction-cleaning and polishing 
of floors by a machine fitted with disposable paper 
dust-bags has been substituted, there has been no 
case of Sal. typhimurium infection. 


Plasmanate: A New Plasma Substitute for Pediatric 
Therapy. T. C. Cock, C. M. Binger and J. L. Dennis. 
California Med. 89:257-259 (Oct.) 1958 [San Fran- 
cisco]. 


The authors report the results of a 2-year study 
on 125 infants and children who received intrave- 
nous infusions of a fractionated human serum pro- 
tein solution, Plasmanate. More than 300 units of 
the solution were given during this period. The 
response to this new plasma substitute was studied 
in detail in 120 of the 125 patients, 94 of whom 
were in extreme shock state associated with the 
dehydration of diarrhea, toxemia, and infections 
and with extensive burns; the remaining 26 were 
chronically ill children who had pronounced serum 
protein deficiencies due to such causes as idiopathic 
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hypoproteinemia, malnutrition, and burns. All the 
children were observed for any reactions, compli- 
cations, or problems that might be associated with 
the infusion of human serum proteins. The group 
of children who were in extreme shock state were 
given 30 cc. of Plasmanate per kilogram (15 cc. per 
pound) of body weight intravenously at 5 to 10 ce. 
per minute. Children with hypoproteinemia were 
given daily slow intravenous drip infusions of 20 
to 30 ce. per kilogram (10 to 15 cc. per pound) of 
body weight, as required. There was rapid response 
to stimuli, improved orientation, and restoration of 
normotensive blood pressure in 89 of the 94 patients 
who were in acute shock state; 22 of the 26 children 
with persistent hypoproteinemia responded with 
return of strength, gain in weight, and satisfactory 
healing of surgical incisions and skin grafts. Eleven 
had a significant increase in serum protein content 
after repeated administration of Plasmanate. In no 
instance was there any evidence of sensitization, 
untoward reaction, or hepatitis, although 29 patients 
received repeated infusions at varying intervals. 
The authors believe that Plasmanate, which has 
relatively more sodium (111 mEq. per liter) than 
chloride (61 mEq. per liter), osmotic pressure 
parallel to that of plasma, acidity within physiologi- 
cal limits, and negligible potassium content, would 
constitute an almost ideal solution for initial ther- 
apy in infants with acidosis, dehydration, and elec- 
trolyte depletion. 


Behavior of Antistreptolysin Titer After Recovery 
from Scarlet Fever. H. Kupatz and W. Kohler. 
Monatsschr. Kinderh. 106:393-396 (Sept.) 1958 (In 
German) [Berlin]. 


From earlier investigations on the behavior of 
the antistreptolysin titer during scarlet fever, the 
authors had deduced that contact with hemolytic 
streptococci must persist for a while before an in- 
crease in antistreptolysin titer can be expected. 
Observations on the streptolysin titer atter recov- 
ery from scarlet fever proved somewhat confusing, 
for, if the hemolytic streptococci had been rendered 
inactive by penicillin, no increase in the titer should 
have been evident 3 weeks after discharge from 
the hospital in those who had had normal titers at 
the time of admittance. The contrary was observed 
in that there was an increase in antistreptolysin 
titer in 11 of 17 children. Other investigators like- 
wise had observed late increases in titers despite 
penicillin therapy. Since opinions were divided 
about the causes of this behavior, the authors in- 
vestigated this problem in a larger number of 
patients. Pharyngeal smears were taken to demon- 
strate the presence of hemolytic streptococci. 

Studies were made on 162 children, but it was 
not possible to subject all these children to follow- 
up tests at regular intervals. At the time of dis- 
charge from the hospital only 21% of the children 
showed an increased antistreptolysin titer, whereas 
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during follow-up tests an average of 57% showed 
increases. The increase became even more clear 
when the results obtained within the first 5 weeks 
(50%) were compared with those obtained in later 
weeks (70%). It was ascertained by questioning that 
these increases were not brought on by new infec- 
tions. The fact that an increase in antistreptolysin 
titer developed in more than half of the cases of 
scarlet fever proved that, despite early treatment 
with penicillin, the patients reacted to the presence 
of hemolytic streptococci more often than was 
generally assumed. Although it was impossible to 
isolate hemolytic streptococci from the pharyngeal 
smears after penicillin therapy had been continued 
for 7 days, control tests carried out from 3 to 8 
weeks after discharge from the hospital, and even 
later, revealed hemolytic streptococci in the phar- 
ynx of about 29% of the patients examined. When 
patients were divided into 2 groups with regard to 
an increased or normal antistreptolysin titer, the 
percentages were 47 and 7% respectively. 

No definite answer can be given to the question 
whether the hemolytic streptococci found during 
follow-up tests were acquired as the result of a 
superinfection or were identical with the strep- 
tococci which produced the scarlet fever. The 
strains of hemolytic streptococci were classified 
serologically. The large majority of strains belonged 
to Streptococcus pyogenes humanus, group A. Six 
strains, however, belonged to other groups. Of 4 of 
these which were isolated on admission, 2 belonged 
to group F, 1 to group C, and 1 to group P. This 
was the first time that a Streptococcus organism of 
the serologic group P was demonstrated by the 
authors in a human subject; usually it is detected 
in dogs or hogs. The child in question had typical 
scarlet fever and had lived in rural surroundings. 


Etiology of the Stevens-Johnson Syndrome. G. 
Bucha. Monatsschr. Kinderh. 106:401-404 (Sept.) 
1958 (In German) [Berlin]. 


According to Bucha, the severe forms of erythema 
exudativum multiforme show an_ extraordinary 
variety of manifestations. This is explained by the 
involvement of the different mucous membranes 
and of internal organs. Many factors have been 
listed as eliciting causes, and even the nomencla- 
ture is not uniform. The idiopathic form, ectoder- 
mosis erosiva pluriorificialis, is generally referred 
to as the Stevens-Johnson syndrome. The 3 most 
frequently suggested etiologies of this syndrome 
are (1) that it is an independent virus disease, (2) 
that it is a form of sepsis, and (3) that it is an 
allergic-toxic process which probably belongs to 
the group of rheumatic disorders. Even the thera- 
peutic results are often contradictory, so that a 
diagnosis ex juvantibus is likewise not possible. 

The author resumes an earlier discussion on this 
disorder, because he was forced to reconsider some 
views he had expressed about 3 previously pre- 
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sented cases. In 2 of these patients, who at first 
were considered as having an independent disease 
entity, that is, a form of sepsis, there occurred after 
more than a year similar symptoms. The author has 
now changed his view on the etiology in that he no 
longer considers this as an idiopathic form of the 
Stevens-Johnson syndrome but rather as a sympto- 
matic form. He believes that the process was elicited 
by an infection with cocci, such as are frequently 
found in infections of the nasopharynx. These catar- 
rhal manifestations apparently do not represent 
the prodromal stage of the Stevens-Johnson syn- 
drome but represent a particularly severe form of 
an allergic reaction to various organisms. 

The third patient, who had had articular lesions, 
glomerular nephritis, and endocarditis and in whom 
the antistreptolysin titer had been very high, is 
now considered as having had a process in which 
these manifestations were not the accompanying 
symptoms of the Stevens-Johnson syndrome but 
rather were symptoms of a rheumatic process. It is 
assumed that even the apparently idiopathic forms 
of the Stevens-Johnson syndrome are immunobio- 
logical manifestations which can be elicited by 
various micro-organisms, particularly streptococci. 
The therapy should always employ antibiotics, but 
the administration of adrenocortical preparations 
has been found to be an effective adjuvant to the 
antibiotic therapy. 


Disseminated Lipogranulomatosis (Farber’s Dis- 
ease). R. Zetterstr6m. Acta pediat. 47:501-510 
(Sept.) 1958 (In English) [Uppsala, Sweden]. 


The author reports on a 4-month-old boy, ad- 
mitted to the pediatric clinic of Karolinska Sjuk- 
huset in Stockholm, who presented symptoms which 
resembled those of rheumatic arthritis and which 
appeared to be identical with those described by 
Farber at the congress held by the American Pedi- 
atric Society in 1952. The boy was the second child 
of healthy unrelated parents. No heredity for any 
special disease could be found, and the older sibling 
was healthy. In the patient intense vomiting of the 
type associated with stenosis of the air passages 
(high-level obstruction) was observed during the 
postnatal period, as well as persisting hoarseness, 
but otherwise no specific abnormalities could be 
detected. Examination at the age of 4 months re- 
vealed an irritable infant, weighing 4,640 Gm. (10% 
lb.). The tissues were somewhat loose, the face was 
unusually puffy, the tongue was somewhat large, 
the hand joints were swollen, and the fingers were 
in flexion contracture. There was marked spindle- 
shaped swelling of the periarticular tissues around 
the interphalangeal joints, and the knee joints were 
swollen. The liver was slightly enlarged. The diag- 
nosis was generalized moderate lymphadenopathy. 

Despite treatment with cortisone in high doses 
(40 mg. daily), periarticular joint changes, with 
involvement of the periarticular tissues, progressed 
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in this patient. The only effect of cortisone treat- 
ment was that the pain was thought to decrease. 
All joints, with the exception of the shoulders, 
slowly became affected with redness and swelling. 
At the age of 10 months subcutaneous granulomas 
appeared on the scalp and over the ribs, hoarseness 
increased, and the patient gained very little weight. 
At the age of 15 months he was dystrophic, with 
poorly developed musculature and sparse subcu- 
taneous fat, and aphonic, with significant respira- 
tory difficulty. In addition to the periarticular 
changes, numerous bean-sized, subcutaneous, easily 
movable, moderately firm granulomas had devel- 
oped over both large and small joints. These granu- 
lomas consisted histologically of so-called foam 
cells. Laryngoscopic examination showed narrowing 
of the air passages due to granuloma formation. 
Tracheotomy was performed. xanthoma-like 
growth, about the size of a rice kernel, in the con- 
junctiva of the left eve was excised. 

The boy was cared for at the clinic for a total of 
11 months, after which at the age of 26 months he 
was transferred to another hospital; during § this 
time the disease progressed slowly. The examina- 
tions which were carried out have given no infor- 
mation as to the etiology and pathogenesis of the 
disease. No definite metabolic disturbances typical 
for this disease could be demonstrated in vivo. 
However, nothing speaks against Farber’s hypothe- 
sis that the disease is caused by a disturbance in 
lipid metabolism. 


DERMATOLOGY 


The Use of Imnatiens Biflora (Jewelweed) in the 
Treatment of Rhus Dermatitis. R. A. Lipton. Ann. 
Allergy 16:526-527 (Sept.-Oct.) 1958 [St. Paul]. 


The fresh juice of jewelweed (Impatiens biflora) 
is reputed to be efficacious in the treatment of rhus 
poisoning. The substance is a tincture made by 
maceration of I. biflora, representing 10% dry drug 
strength and containing 54% alcohol. The mecha- 
nism concerned in the action of this drug in the 
case of rhus dermatitis is not definitely established. 
When the author used this agent in cases of rhus 
dermatitis, he diluted 1 part of the standard prepa- 
ration with 4 parts of water and used the diluted 
mixture as a topical application on the affected 
skin. The present study deals with 115 patients 
afflicted with rhus dermatitis whom he treated 
during the past 15 years. All had the acute stage 
of rhus dermatitis and were seen shortly after their 
exposure to the weeds and the appearance of the 
skin eruption. 

Some patients were treated with jewelweed 
alone, and others were treated partly with jewel- 
weed and partly with other medications. Thirty of 
the 115 patients had certain portions of the affected 
skin treated with a mixture of calamine lotion and 
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0.1% menthol, and the rest of the lesions treated 
with the jewelweed preparation. Another group of 
30 patients was treated partly with Burow’s solu- 
tion, in dilution 1:20, and partly with jewelweed. 
A third group of 6 patients was treated with a 0.5% 
hydrocortisone ointment applied locally to some 
portions of the involved skin and jewelweed ap- 
plied to other parts. From observations on these 
patients and from experiments on himself, the 
author concludes that jewelweed is a potent and 
safe therapeutic agent in the treatment of rhus 
dermatitis. He regards jewelweed as an excellent 
substitute for corticotropin (ACTH) and the corti- 
costeroids in the treatment of poison ivy dermatitis. 
The topical application of corticosteroids has been 
disappointing, partly because the oily nature of the 
vehicle may cause spreading of the lesion rather 
than arresting it. 


Oral Manifestation in Lichen Ruber. G. Ranstrup 
and J. J. Pindborg. Ugesk. lager 120:1327-1330 
(Oct. 2) 1958 (In Danish) [Copenhagen]. 


Lichen ruber at some time in its course is often 
accompanied by characteristic affections in the oral 
cavity, and it can occur localized exclusively to the 
mouth cavity. There were, or had been, cutaneous 
manifestations of lichen ruber in 5 of 15 patients 
with lichen ruber in the oral cavity. The histological 
features were typical of the disorder. In 2 patients 
control about a year after the first examination 
showed that the eruption in the mouth had dis- 
appeared. It is important to distinguish between 
lichen ruber and leukoplakia, as the latter is a 
precancerous condition. 


OPHTHALMOLOGY 


Polyarteritis Nodosa with Ophthalmic and Neuro- 
logical Complications. B. Sheehan, D. G. F. Harri- 
man and J. P. P. Bradshaw. A. M. A. Arch. Ophth. 
60:537-547 (Oct.) 1958 [Chicago]. 


The authors report on a woman with polyarteritis 
nodosa, who was 30 years old at the onset of the 
disease. At the age of 33 years, eye symptoms 
commenced, first as teichopsia and within 3 weeks 
as defective vision in the right eye. There was a 
small area of perivasculitis of the retina around 
the macula of the right eye, and near it there were 
2 or 3 small white exudates no larger than miliary 
tubercles of choroid. There was at that time no 
edema of the retina or of the optic disk. In the 
course of the next 5 months the acuity of the right 
eye gradually became less than the ability to count 
fingers. Keratic precipitates occurred in it, remain- 
ing constantly thereafter, and there were also strik- 
ing changes in the fundus; these consisted of 
multiple retinal hemorrhages, massed white exu- 
dates around the macula, retinal edema and papil- 
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ledema, and a considerable amount of raised white 
exudate inferiorly projecting 10 D. By contrast, the 
appearance of the left eye remained entirely normal 
throughout the illness. After a short quiet period the 
changes in the right eye became more acute; fresh 
keratic precipitates were deposited, and small 
vitreous hemorrhages occurred. The vitreous then 
cleared, revealing the gross fundus changes still 
spreading. On 2 occasions the patient complained 
of intense pain in the eye during the night, and, in 
view of the possibility of a secondary glaucoma, 
the eye was enucleated. 

Various neurological syndromes also developed, 
including sensory neuropathy of the trigeminus, 
lumbar radiculopathy, polyneuritis, epilepsy, and 
a confusional psychopathy, terminating in coma. 
Furthermore, there occurred intestinal obstruction 
due to a diffuse abnormal condition of the ileum 
and colon. Extensive studies were made, and they 
were for the most part negative, though the 
erythrocyte sedimentation rate was persistently in- 
creased. During the terminal stages of her illness 
the patient had intermittent fever, leukocytosis, and 
inversion of the albumin-globulin ratio and failed 
to improve when she was given antibiotics or 
cortisone. She died at the age of 35 years. The 
general postmortem findings indicated some inde- 
terminate form of disseminated vascular disease, 
but the histopathological study of the enucleated 
eye revealed polyarteritis nodosa of the retinal 
vessels and thus showed that the basic condition 
was, in fact, active polyarteritis. 


Treatment of Recurrent Styes. P. W. M. Copeman. 
Lancet. 2:728-729 (Oct. 4) 1958 [London]. 


The author defines a stye as a furuncle of the 
eyelash follicle, caused by Staphylococcus aureus. 
The sporadic type appearing as an isolated incident 
is a self-limiting condition of minor importance, but 
recurrent styes present a different problem. The 
styes may be so severe and frequent that the pa- 
tient is partially disabled, though in every other 
respect he may be healthy. This condition is often 
refractory to treatment. The potential danger is 
illustrated by 2 patients who were admitted to St. 
Thomas's Hospital, London, in 1957 with cavernous 
sinus thrombosis after a stye. One of these died. 
The subjects of the investigations described were 
patients who presented with a stye; they had pre- 
viously had at least one stye within the preceding 
month, and many had a continuous succession 
without any break. Cotton-wool swabs soaked in 
sterile broth were used to collect samples from each 
of the anterior nares and from the eyelid margins 
of both eyes at every attendance of the patient. 
Thirty-six patients with recurrent styes were exam- 
ined, and from 34 of these Staph. aureus was iso- 
lated on one or more occasions. This is a far higher 
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figure than that found among the general popula- 
tion and among those who have styes sporadically. 

Patients received treatment to the anterior nares 
alone and none locally to the eyelids. Alternate 
patients were treated with the antibiotic ointment 
and with the inert base. The antibacterial ointment 
used was a neomycin-gramicidin mixture, Grane- 
odin. Both these antibiotic ingredients are effective 
against the Staphylococcus organism. All patients 
were given an explanation of the rationale of the 
treatment, until their cooperation had been ob- 
tained. A small amount of ointment was placed into 
each vestibule of the nose with a matchstick and 
spread by inunction with the little finger. The initial 
application of the ointment was 4 times a day for 
10 days. The run of styes was broken by eliminating 
Staph. aureus from the anterior nares with the aid 
of Graneodin. Although treatment of the nares 
alone is generally sufficient, it is logical to treat the 
stye itself also to avoid transference of infection. 
Therefore, it is recommended that the most satis- 
factory treatment for recurrent styes involves simul- 
taneous application of “nonsystemic” antibiotics to 
both eyelids and to the anterior nares. 


PATHOLOGY 


Asian Influenza: A Study of 150 Persons During the 
1957 Pandemic. D. P. Buebendorf, T. E. Carson, 
N. R. Cooper and others. Yale J. Biol. & Med. 31: 
14-28 (Sept.) 1958 [New Haven, Conn.]. 


Of 150 persons selected and studied by the 
authors for a 3-month period, which included the 
entire duration of the type A Asian influenza epi- 
demic in the fall of 1957, the first group of 50 were 
volunteers from the Yale Medical Center, between 
the ages of 18 and 36 years, to whom 2 injections 
of commercially prepared, monovalent Asian strain 
vaccine had been given before the epidemic. The 
second group of 50 persons was composed of unvac- 
cinated volunteers chosen from the same commu- 
nity as those of the first group and comparable with 
the latter as to residence, contacts, and age. The 
third group of 50 persons were chosen from un- 
vaccinated persons who were institutionalized at_a 
training school for the mentally retarded. Paired 
serums from each participant in the study were 
analyzed by both the complement-fixation and the 
hemagglutination-inhibition technique, but no at- 
tempt was made to isolate influenza virus. 

The serologically confirmed clinical attack rates 
for the 3 groups were as follows: one out of 50 for 
the vaccinated group, 16 out of 50 for the com- 
parable unvaccinated group, and 28 out of 50 for 
the institutionalized unvaccinated group. Significant 
antibody rises occurred in 27 of the 50 persons in 
the vaccinated group, presumably due to the effect 
of the vaccine. In the comparable unvaccinated 
group, presumed subclinical infections occurred in 
9 persons, and in 11 persons in the third group. The 
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combined subclinical and verified clinical cases 
gave an attack rate of 50% for the group of unvac- 
cinated persons from the Yale Medical Center and 
an attack rate of 78% for the institutionalized group. 
There was no occurrence of antibody rise in 11 of 
the 56 reported clinical cases. 

Differences were observed in the results of the 
complement-fixation and hemagglutination-inhibi- 
tion tests. Some persons showed increased titers in 
both serologic tests, a few had an antibody rise by 
hemagglutination inhibition only, and many showed 
a response by complement fixation only. Ancillary 
tests performed on the serums which showed an 
antibody rise by complement fixation only excluded 
as responsible factors either an egg contaminant in 
the vaccine or a cross reaction with another type A 
or A’ Asian influenza virus. The serologic results 
indicated that neither the hemagglutination-inhibi- 
tion nor the complement-fixation test alone was 
sufficient for the serologic diagnosis of Asian influ- 
enza, and that diagnosis was more often made when 
both of the tests were used together. 

After the conclusion of the formal study another 
influenza-like epidemic struck the Yale Medical 
Center community in January and February, 1958. 
Twenty-five persons in the original vaccinated 
group reported influenza-like illnesses during this 
“second wave, and 13 of these had shown a sero- 
logic response during the original study. Fourteen 
persons in the original unvaccinated group re- 
ported influenza-like illnesses during this second 
epidemic, and 5 of these had had serologic evidence 
of influenza during the first epidemic. 


Papillary Cancer of the Thyroid: A Review of 25 
Years of Experience. E. L. Frazell and F. W. Foote 
Jr. Cancer 11:895-922 (Sept.-Oct.) 1958 [Phila- 
deiphia]. 


The authors show that much confusion persists 
concerning almost all aspects of papillary adeno- 
carcinoma. The fact that no single observer or 
group has had sufficient experience with all mani- 
festations of this form of cancer emphasizes the 
need for extreme caution in making all-inclusive 
pronouncements of a prognostic nature about a 
form of cancer in which the most noteworthy at- 
tribute is extreme chronicity. The authors review 
the experience of a single surgical service in the 
diagnosis and treatment of papillary adenocar- 
cinoma of the thyroid during the 25-year period 
from 1930 through 1954. The diagnosis of carcinoma 
of the thyroid was confirmed in 725 patients seen 
on the head and neck service of Memorial Center 
for Cancer and Allied Diseases in New York. All 
histological material was reviewed, and, on the 
basis of generally accepted standards, 393 (54.2%) 
of the tumors were classified as papillary. This 
study includes all patients observed by the authors 
—those with early or advanced cancer, those treated 
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first at Memorial Hospital, and those referred to 
this hospital after being treated elsewhere (whether 
or not they were treated at this hospital after re- 
ferral). Clinic “shoppers” and patients lost to fol- 
low-up after treatment are also included. This ex- 
perience with papillary thyroid cancer differs con- 
siderably from that reported by other observers, 
since it is the experience of a specialized surgical 
service within an institution largely devoted to the 
diagnosis and treatment of cancer. The differences 
observed confirm the fact that, when seen in suf- 
ficient numbers, the group of thyroid cancers usual- 
ly designated as papillary may exhibit considerable 
variation in pathological appearance and clinical 
course. 

There were frequent deviations from the tradi- 
tional concept that papillary cancers of the thyroid 
are usually found as firm, solitary, and asympto- 
matic thyroid nodules in comely young female pa- 
tients with or without regional adenopathy. Un- 
usual manifestations of local, regional, and distant 
spread were encountered in all age groups, in both 
sexes, and in the patients being treated for the first 
time as well as those previously treated. Such find- 
ings were frequent enough to serve as a warning 
against the apparently growing belief in the essen- 
tially benign nature of these tumors. The sluggish 
nature of this disease makes the conventional 5- 
vear follow-up studies inadequate to determine its 
true lethal properties and its response to different 
methods of treatment. Long-term observations 
were hampered by limited material, but some evi- 
dence was accumulated to suggest that long-stand- 
ing tumors may be expected to accelerate their 
invasive properties after years or decades of relative 
quiescence. 

This experience fails to settle the issue of whether 
routine neck dissection for metastatic papillary 
cancer will be the deciding factor in the ultimate 
survival of the patient, but evidence is presented 
that systematic removal of such metastatic nodes 
is a step in the right direction. It is evident that 
dogmatic statements concerning the superiority of 
one treatment over another are unwarranted at 
this time. Lacking convincing evidence to the con- 
trary, it seems logical to believe that metastatic 
nodes from papillary thyroid cancer are way sta- 
tions in the dissemination of the disease and that 
their elimination should be an integral part of the 
initial treatment. 


Carcinoma of Sweat Gland Origin: Report of a 
Case of 30 Years’ Duration with Autopsy Findings. 
J. J. Moran and R. C. Horn Jr. Surgery 44:683-688 
(Oct.) 1958 [St. Louis]. 


The authors report an unusual case of malignant 
papillary cystadenoma of sweat gland origin in a 
man who was 31 years old when he was admitted 
to the Hospital of the University of Pennsylvania, 
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in Philadelphia, for a painless, slowly growing 
mass on the radial aspect of the left wrist, about 
4 cm. proximal to the radial styloid process. The 
lesion had first been noted after an accident in 
which a steel sled runner had passed over the 
wrist, without, however, producing a serious injury 
in the patient who at the time was 16 years old. 
Two attempts at excision, when the patient was 26 
and 29 years old, were followed by local recurrence. 
On admission to the university hospital a third ex- 
cision was attempted, but the tumor was too ex- 
tensive to permit complete removal. An epitrochlear 
lymph node was removed and found to contain 
- tumor tissue. A definite diagnosis of malignancy 
was made, and amputation was advised but refused. 
Nineteen months later the arm and hand had be- 
come markedly edematous, and many nodules were 
palpable in the scarred area on the radial aspect of 
the forearm. Amputation was performed just distal 
to the deltoid insertion, but above the upper limits 
of the edema. Examination of the amputated arm 
revealed a large tumor invading and destroying all 
the soft tissues of the dorsal part of the distal 12 
cm. of the forearm. 

The patient remained symptom free for 3 years. 
Then low-back pain developed, which radiated 
along the medial aspect of the toes of the left leg 
accompanied by paresthesias along the outer aspect 
of the right thigh. A roentgenogram revealed a 
destructive lesion of the 5th lumbar vertebra, 
which was treated by irradiation therapy. In the 
following years tumor nodules were excised re- 
peatedly from the left shoulder region, and irradia- 
tion therapy was given to this region postoperative- 
ly. Metastases formed in the lungs, and the patient 
died shortly after his 12th admission to the hos- 
pital, 15 years after the definite diagnosis of malig- 
nancy had been made. All the surgical specimens 
removed at the university hospital were charac- 
terized by cystic structures lined by orderly cu- 
boidal epithelium, with varying sized intraluminal 
papillary epithelial proliferations. This histological 
pattern was still apparent throughout the wide- 
spread metastases found at autopsy. Multiple tumor 
nodules were present in the skin of the left side of 
the chest, both pleural cavities, the epicardium, 
and the lungs; thoracolumbar spine, pelvis, and 
many ribs were other sites of metastasis. The 
mediastinal, retroperitoneal, and pelvic lymph 
nodes were converted into huge, matted tumors. 
The tumors, as seen in the autopsy material, dif- 
fered from the surgical specimens only in a lesser 
tendency toward cyst formation and papillary pat- 
tern and a slightly greater tendency toward growth 
in solid masses. The over-all known duration of the 
neoplasm was 30 years. Throughout this period the 
tumor maintained an orderly intracystic papillary 
pattern. The tendency of carcinoma of sweat gland 
origin to be well differentiated and to grow slowly 
makes it a particularly insidious type of neoplasm. 
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Tissue Chrysophoresis. O. C. Croxato. Medicina 
18:8-11 (Feb.) 1958 (In Spanish) [Buenos Aires]. 


“Tissue chrysophoresis” is a term used to desig- 
nate the diffusion of gold after gold therapy to the 
various organs of the body. The author found in 
previous work that gold was identified in various 
organs during autopsies on persons who had been 
treated with gold preparations and who had died 
of chronic pulmonary tuberculosis. Gold in his- 
tological specimens manifests itself in the form of 
minute yellow “refringent granules” of uniform 
size, which occupy the cytoplasm of the macro- 
phages and the polynuclear cells or are found in a 
free form in the intercellular substance of the 
connective tissue. The particles of gold are clearly 
visible in commonly stained histological specimens 
whenever the microscopic condenser is lowered and 
the diaphragm is semiclosed. The number of gold 
granules in specimens from the bodies of persons 
who during life had chrysocyanosis is very large. 

In the department of pathological anatomy of the 
Hospital Muniz of Buenos Aires, autopsies were 
made on 12 persons who had received gold therapy 
and who had died of chronic pulmonary tubercu- 
losis. The ages of the patients ranged from 17 to 57 
years. The gold preparations given to the patients 
varied in dosage between 0.32 and 12 Gm. The time 
which elapsed between discontinuation of gold 
treatment and death ranged from 1 month to 8 
years. Observations on lungs and brains at autopsy 
are not reported, but gold was found in ail the 
organs in more or less large amounts. The myocar- 
dium and the liver had the greatest amount in all 
cases. The author also performed experiments on 
rabbits and guinea pigs which received gold prep- 
arations for some time before being killed for his- 
tological study of their organs. Histochemical re- 
searches were carried out on nonstained histological 
specimens, the reducing agents being tin chloride 
and hydrochloric acid (Christeller’s modified tech- 
nique). They gave positive results for gold in both 
autopsy material and that from experimental 
animals. 

The author concludes that gold is the only metal 
which travels in the human body by way of the 
macrophages and the polynuclear cells. Retention 
of gold in a given organ injures the tissues of that 
organ. The degree of retention of migratory gold 
in a given organ has no relation to the dose of gold 
administered to the patient and the time which has 
passed between the last injection of the metal and 
the occurrence of death; it depends on individual 
predisposition. The author directs attention to the 
fact that no previous report on tissue chrysopho- 
resis after gold therapy has been reported in the 
literature. Further studies on tissue chrysophoresis 
will improve our knowledge about the system of 
macrophages, and they will clarify certain immu- 
nological problems concerning the persistence of 
antigens in the body. 
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BOOK REVIEWS 


Clinical Radiology of Acute Abdominal Disorders. By 
Bernard S. Epstein, M.D., Associate Clinical Professor of 
Radiology, Albert Einstein College of Medicine, Yeshiva 
University, New York, Cloth. $15. Pp. 352, with 406 illus- 
trations. Lea & Febiger, 600 S. Washington Sq., Philadelphia 
6, 1958. 


This work represents an attempt at “concisely 
correlating the radiologic manifestations of the 
‘acute abdomen’ with clinical and_ pathological 
processes.” As the author states, it is difficult to 
define the acute abdomen and equally difficult to 
limit any treatise to the acute emergencies alone. 
Epstein has adequately discussed and amply illus- 
trated 104 separate topics which comprise those 
conditions which, while not “dramatic and cata- 
strophic” in nature, still are intense and may require 
medical attention. This book deals chiefly with the 
gastrointestinal tract, but also includes examples 
of or references to the other organs whose malfunc- 
tions make up the clinical picture of the acute ab- 
domen. About the report on radiologic examina- 
tion the author states: “There is no such thing as a 
‘routine’ and the most dangerous study is the one 
reported as ‘normal.’” Most of the illustrations are 
of typical cases of common diseases, collected 
chiefly from the author’s personal experiences. The 
legends are simple, to the point, and not cluttered 
with numbers or letters. Usually each figure has 
one focal point of interest and this is either clearly 
demonstrated or identified by arrows. The text has 
been kept to a minimum, but an adequate bibliog- 
raphy is added at the end of each section. The bulk 
of the text and illustrations have to do with the 
gastrointestinal tract and the illustrations for the 
most part are from examinations done with barium 
or some other contrast medium. The author dis- 
cusses the commonplace as well as some of the less 
common conditions such as ulcerogenic pancreatic 
adenoma, cast syndrome, and blood dyscrasias. 

One of the best features is the high quality of 
the photographic reproductions of the roentgeno- 
grams. Often there are either several views of the 
lesion in question, multiple examples of the dis- 
ease under consideration, or follow-up films on 
particular lesions. The most advantageous method 
of examination has been exploited in illustrating 
each condition, i. e., pneumoperitoneum with 
transabdominal views to outline adhesions or to 
demonstrate peritoneal metastatic nodules. The 
book does not deal chiefly with the scout (or plain) 
film of the abdomen or with the surgical abdomen, 
but rather with the roentgenographic manifestations 


These book reviews have been prepared by competent authorities 
but do not represent the opinions of any medical or other organization 
unless specifically so stated. 


of the diseases in question. It discusses the patho- 
logical changes (in some instances with direct photo- 
graphic correlation with the gross specimens) and 
includes the pertinent symptoms. It does not deal 
exhaustively with genitourinary lesions such as 
salpingitis, ectopic pregnancy, genital tumors and 
their complications, renal infection, or renal lithia- 
sis. Chapter 1 covers congenital disorders; chapter . 
2, neoplastic disease; chapter 3, inflammatory dis- 
orders, parasitic and granulomatous diseases, col- 
lagen disturbances, metabolic disturbances, and 
vascular disorders; chapter 4, traumatic disorders, 
foreign bodies, and effects of drugs. This book 
should appeal to gastroenterologists, internists, and 
radiologists. 


Handbuch der Tuberkulose. In fiinf Banden. Herausgege- 
ben von Prof. Dr. J. Hein, Direktor des Krankenhauses Tén- 
sheide/Holstein, Prof. Dr. Dr. h.c. H. Kleinschmidt, und 
Prof. Dr. E. Uehlinger, Direktor des Pathologischen Instituts 
der Universitat Ziirich. Band I: Allgemeine Grundlagen. 
Bearbeitet von H. Bloch et al. Cloth. 178 marks; $42.40. Pp. 
832, with 244 illustrations. Georg Thieme Verlag, Herdweg 
63, (14a) Stuttgart, West Germany; Intercontinental Medical 
Book Corporation, 381 Fourth Ave., New York, 16, 1958. 


This is the first of a series of five reference vol- 
umes on tuberculosis edited by a clinician, a pedi- 
atrician, and a pathologist. Volume 2 will cover 
clinical aspects of pulmonary tuberculosis, stressing 
recent experimental methods; volume 3, modern 
thoracic surgery (a revised edition of Hein, Kremer, 
and Schmidt); volume 4, extrapulmonary tubercu- 
losis; and volume 5, social and economic aspects 
of the disease, including education, prevention, 
vaccination, and rehabilitation. The editors state 
justifiably that there is a need for an up-to-date 
reevaluation of the clinical and experimental knowl- 
edge of tuberculosis since the era of antibiotics and 
thoracic surgery has changed our original concepts 
of the pathology, course of disease, and epidemi- 
ology. These volumes will be a critical analysis 
rather than merely a compilation of the literature. 
It is stressed that tuberculosis is still a major dis- 
ease and is far from being eradicated. 

With one exception, the contributors to this first 
volume are of German (or Swiss-German) origin, 
and, with the proverbial German thoroughness, the 
following subjects are considered in extenso: the 
history of tuberculosis, biology of the tubercle 
bacillus, experimental immunobiology of tubercu- 
losis, morphology of tuberculous allergy, tubercu- 
losis and aliergy, immunobiology, tuberculin and 
tuberculin sensitivity, the serum diagnosis of tuber- 
culosis, epidemiology and statistical analyses of 
tuberculosis, sources of tuberculous infection and 
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methods of spread, internal and external factors 
influencing the course of the disease, and compari- 
son of the pathology of tuberculosis in animal and 
man. These subjects are covered by 14 contributors. 
Their aim, to present most of the important pub- 
lished data and to slant the criticism toward future 
experimentation and treatment of the disease, has 
been accomplished. For example, almost 150 pages 
written by four authors are devoted to allergy and 
immunity in tuberculosis. It would appear from 
these discussions that the final separation of allergy 
from immunity is far from being established. In 
fact Schmid, of Heidelberg, believes that biolog- 
ically, allergy activates the mesenchyme, mobilizes 
a more rapid and efficient phagocytosis, facilitates 
more tubercle formation, and promotes cytolysis. 
Thus we are back on the seesaw. 

The chapter on tuberculin and tuberculin sensi- 
tivity by Kleinschmidt is timely since he discusses 
among other things the specificity of the larger 
doses of tuberculin. From his vast experience he 
concludes that 100 toxic units (0.1 ml. of 1:1,000 
dilution of OT or 0.0002 mg. of purified protein 
derivative) is necessary to exclude a tuberculous 
infection. In 2 to 6%, 1,000 toxic units are needed 
to exclude known infection with tubercle bacillus. 
This evidence is contrary to what recently has been 
appearing in the American literature. Almost 250 
pages are devoted to intrinsic and extrinsic factors 
that help determine the development and the course 
of a tuberculous implantation in animal or man. 
Many of these factors may influence the method 
of treatment. The epidemiology of tuberculosis is 
traced minutely from prehistoric times to the pres- 
ent with numerous tables and graphs. This book 
covers the topics mentioned in great detail. It should 
be considered as a reference book and should be 
made available to all interested in tuberculosis. 
The style is heavy, as is usual for reference books, 
particularly German ones. The exceptions are those 
chapters written by naturalized Americans (Suter 
and Bloch). 


Transportation of the Injured: Emergency Procedures for 
Ambulance Crews, Training, Equipment, Vehicles, and Re- 
sponsibility for Ambulance Service. By Carl B. Young Jr., 
M.P.H. Carl B. Young, M.D., F.A.C.S., collaborating physi- 
cian. Cloth. $6.75. Pp. 238, with illustrations, drawings by 
Richard Fry Jr., B.S. Charles C Thomas, Publisher, 301-327 
E. Lawrence Ave., Springfield, Ill.; Blackwell Scientific Pub- 
lications, Ltd., 24-25 Broad St., Oxford, England; Ryerson 
Press, 299 Queen St., W., Toronto 2B, Canada, 1958. 


The material in this monograph is presented in 
a concise manner with use of on-the-scene photo- 
graphs of various accidents, cartoon illustrations, 
and diagrams of certain first-aid procedures which 
are appropriate for administration at the scene of 
an accident. Section 1 was prepared for the use of 
ambulance crews, law enforcement and fire service 
personnel, industrial nurses, and others responsible 
tor the handling of the injured. Section 2 was writ- 
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ten for the administrative heads of city govern- 
ments, city and county police and fire departments, 
health units, hospitals, undertakers, ambulance 
service companies, county medical societies, and 
community leaders. Because first aid at the scene 
of an accident is often rendered by laymen, many 
physicians concerned with the treatment of injured 
patients, as well as the National Safety Council, 
have become concerned with the quality of such 
care and the care of the injured after they reach a 
hospital emergency service. The quality of emer- 
gency care at the scene of accidents should be im- 
proved and an organized effort in this direction 
might be made by local medical societies. 

Section 1 covers general considerations in emer- 
gency first aid, including procedures at the scene of 
accident, identification, care for patients in shock, 
care of assault wounds, acute respiratory emer- 
gencies and resuscitation, the care of burned pa- 
tients, emergency splinting of fractures, common 
medical emergencies, care for emergency births, 
care of mentally disturbed patients, and proper 
procedures in handling the dead. Section 2 covers 
training requirements for ambulance personnel, 
basic equipment for the emergency ambulance, 
records, and statistics. This manual is of a con- 
venient size, readable in content, attractive as to 
format, and profusely illustrated. The procedures 
outlined in general follow standard accepted pro- 
cedures for various acute injuries and emergencies 
such as prolonged immersion. The monograph 
should be useful as a text in conjunction with a 
program of instruction for first-aid workers. 


The Neurologic Examination: Incorporating the Funda- 
mentals of Neuroanatomy and Neurophysiology. By Russell 
N. DeJong, M.D., Professor of Neurology and Chairman of 
Department of Neurology, University of Michigan Medical 
School, Ann Arbor. Second edition. Cloth. $20. Pp. 1078, with 
368 illustrations. Paul B. Hoeber, Inc. (medical book depart- 
ment of Harper & Brothers), 49 E. 33rd St., New York 16, 
1958. 


This volume retains all of the features of the first 
edition, published eight years ago, and there have 
been only minor changes. The writing is lucid and 
the chapters are well organized. Illustrations are 
ample, appropriate, and clear. References have been 
selected with care and are up to date. The author 
has generally succeeded in describing clinical neu- 
rological abnormalities in essential detail. This is 
not a textbook of neurophysiology or neuroanatomy, 
but sufficient information is provided to assist in 
both the interpretation of signs and understanding 
of modern theories of abnormal function. The au- 
thor treats poorly understood phenomena with 
commendable caution and handles difficult topics 
like aphasia in comprehensible fashion. The author 
of any book centered about the neurological ex- 
amination is bound to be criticized for including 
too much or too little, according to the reader’s 
tastes and interests. There are physiological omis- 
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sions, such as the role of the small motor nerve 
system in muscle tone, and relative neglect of cur- 
rent concepts of the neural basis of consciousness. 
There are also uneven features in the discussion of 
ancillary diagnostic methods; for instance, there are 
detailed chapters on spinal fluid and electrical stim- 
ulation of muscles but nothing on the various roent- 
genographic techniques or electroencephalography 
and little on electromyography or biochemical 
studies of blood and urine. Although not intended 
to be a textbook of neurology, problems of differen- 
tial diagnosis are discussed in relation to particular 
aspects of the neurological examination. In addi- 
tion, there are special sections on low back pain, 
vascular syndromes, states of disordered conscious- 
ness, and hysteria. The very excellence of this book 
paradoxically creates its major drawbacks. It. is 
long and relatively expensive. These features make 
it unsuitable as a general textbook for medical stu- 
dents, although it should be an important reference 
tor all students and practitioners. For those protes- 
sionally involved in any of the neurological special- 
ties it should continue to be a standard source of 
information. 


Tumors and Tumorous Conditions of the Bones and Joints. 
By Henry L. Jaffe, M.D., Director of Laboratories and Pathol- 
ogist, Hospital for Joint Diseases, New York. Cloth. $18.50. 
Pp. 629, with 701 illustrations. Lea & Febiger, 600 S. Wash- 
ington Sq., Philadelphia 6, 1958. 


Dr. Jaffe, one of the more eminent contributors 
to the literature of the pathology of bones and 
bone tumors, has gathered together his personal 
experience in this elegantly produced book. The 
presentation includes an adequate discussion of 
the clinical features and course, an excellent dif- 
ferential diagnosis, and a section on the radi- 
ologic and pathological findings of the conditions 
discussed. The radiologic appearances and_ the 
gross lesions are frequently juxtaposed in such a 
fashion as to be of maximal teaching value. This 
beautifully illustrated and well-organized book 
should be of particular value to orthopedists, pa- 
thologists, and radiologists. The section on the jaw 
bones should be of special value to dentists. Gout, 
a condition of tumor-like appearance, has not been 
included in this edition. Pathologists generally may 
object to the use of the word “mis-reading” on 
pages 90 and 388 to mean false interpretation of 
the pathological findings on a slide. More and more 
the word “reading” is coming into use to mean 
diagnosis of a slide, as if the procedures of prepara- 
tion of a tissue section culminated with attaching 
a diagnosis to the coverslip. This is a regrettable 
oversimplification of the task of a pathologist. Other 
questionable terms such as “lesional tissue” and 
“trabeculae” for “trabecula” are unfortunate but 
not of the same order of seriousness as “mis-read- 
ing. These minor defects do not seriously detract 
from the major contribution which Dr. Jaffe has 
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made in his book. It should find its place as a 
standard work in its field used alike by orthopedist, 
pathologist, and dentist. 


Lumbar Disc Lesions: Pathogenesis and Treatment of Low 
Back Pain and Sciatica. By J. R. Armstrong, M.D., M.Ch., 
F.R.C.S., Orthopaedic Surgeon to Metropolitan Hospital, Lon- 
don. Foreword by H. Osmond-Clarke, C.B.E., F.R.C.S., Or- 
thopaedic Surgeon, London Hospital, London. Second edi- 
tion. Cloth. $12. Pp. 244, with 81 illustrations. Williams & 
Wilkins Company, 428 E. Preston St., Baltimore 2; E. & S. 
Livingstone, Ltd., 16 and 17 Teviot Place, Edinburgh 1, 
Scotland, 1958. 


This monograph is well written and _ illustrated 
with line drawings, photographs, and reproductions 
of roentgenograms. The first two chapters, devoted 
to the anatomy and the functions of lumbar inter- 
vertebral disks, present the best descriptions that 
have so far been written. Of particular importance, 
however, are the chapters related to the patholog- 
ical changes in lumbar disk lesions. The author 
clearly shows the various stages of degeneration 
that take place in a disk and particularly the 
changes that may take place before true herniation 
occurs. This prepropulsion or preherniation stage 
could be generally termed the degenérative phase 
of disk pathology in contrast to the true herniated 
phase. The next sections, devoted to the clinical 
findings and the differential diagnosis of lumbar 
disk lesions, are extremely comprehensive. The 
latter portion of the book is devoted to treatment: 
first, the conservative treatment with which there 
is relatively little disagreement and, second, the 
operative treatment. There are many illustrations, 
with beautifully colored drawings, but there are 
also points of minor controversy, such as areas of 
lamina to be removed and duration of postopera- 
tive bed rest. These minor defects in no way de- 
tract from the general excellence of this book. It is 
definitely recommended for all who are doing disk 
surgery and is an excellent reference book for those 
in training. 


Neue Ergebnisse der Nervenphysiologie. Sechs Vortriige. 
Von Alexander vy. Muralt, Dr. med. et phil., Professor fiir 
Physiologie an der Universitit Bern. Mit einem methodischen 
Anhang. Gemeinsam bearbeitet mit Prof. Dr. med. Silvio 
Weidmann. Cloth. 49.80 marks. Pp. 269, with 158 illustra- 
tions. Springer-Verlag, Reichpietschufer 20, (1) Berlin W. 
35 (West-Berlin); Neuenheimer Landstrasse 24, Heidelberg; 
Gottingen, Germany, 1958. 

This book, which is based on lectures given by 
the author on various occasions in Europe and the 
Americas, consists essentially of five sections deal- 
ing with the chemistry and physics of nervous ex- 
citation, the theory of nervous conduction, the role 
of thiamine in nervous excitation, and the study of 
degeneration and regeneration in peripheral nerves. 
These areas of research in which von Muralt and 
co-workers have participated for several decades 
are presented clearly, critically, and enthusiastically. 
The thorough discussion is aided by numerous ex- 
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cellent illustrations and original diagrams. The 
chapter on regeneration is of particular medical 
interest since the author developed new experi- 
mental methods involving the cornea and iris of the 
eye. An understanding of the great variety of ex- 
perimental procedures used in these investigations 
is aided by the final chapter (with Weidmann) in 
which numerous techniques are described. Each 
chapter is provided with a list of references. There 
is an adequate index. The work is an outstanding 
contribution to neurophysiological literature. It is 
valuable as an introduction to one of the most intri- 
cate parts of modern physiology and as an up-to- 
date review of the physiology of the peripheral 
nerves. 


Operative Surgery. Volume 8: Neurosurgery, Eyes, Ear, 
Nose and Throat. Under general editorship of Charles Rob, 
M.C., M.Chir., F.R.C.S., Professor of Surgery, St. Mary’s 
Hospital, London, and Rodney Smith, M.S., F.R.C.S., Sur- 
geon, St. George’s Hospital, London. Cloth. $19.50. Various 
pagination, with illustrations. Butterworth & Co., Ltd., 88 
Kingsway, London W. C. 2, England; F. A. Davis Company, 
1914-16 Cherry St., Philadelphia 3, 1958. = 


This is the final volume in a series covering all 
fields of surgery. The illustrations are numerous and 
give sufficient detail so that they can be followed 
with ease. Each surgical procedure is presented 
in a uniform manner consisting of a description 
of the preoperative management, the operation, 
and the postoperative care. The bibliography at 
the end of each chapter is primarily British and 
is selective. References from the world literature 
would prove helpful to students, residents, and 
fellows. The neurosurgical procedures are prima- 
rily those emergency measures that are required as 
preliminary steps to the transfer of patients to a 
fully equipped neurosurgical center for definitive 
treatment. The authors are to be commended for 
this thoughtful exclusion of major neurosurgical 
operations. The eye, ear, nose, and throat sections 
include more operative details, even to laryngec- 
tomy with block dissection. There seems to be 
some inconsistency in the minds of the editors when 
comparing neurosurgery and neck surgery for can- 
cer. This volume is a pleasure to read. Through 
cautious editing the usual errors of multiple au- 
thorship have been avoided. The book is recom- 
mended for postgraduate students, residents, and 
surgeons in nonteaching centers. 


A Bibliography of Internal Medicine: Communicable Dis- 
eases. By Arthur L. Bloomfield, M.D. Cloth. $10. Pp. 560. 
University of Chicago Press, 5750 Ellis Ave., Chicago 37; 
Cambridge University Press, Bentley House, 200 Euston Rd., 
London, N. W. 1, England; University of Toronto Press, 
Toronto 5, Canada, 1958. 


The title of this unusual book does not indicate 
its true nature. It is not simply a bibliography; it is 
an annotated bibliography and also belongs in the 
category of medical history. Its compiler clearly 
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indicates that it is designed primarily for students 
and physicians who need this information, which 
is brought together in a readable fashion. The 30 
communicable diseases are covered in 31 sections. 
The author chose the earliest, or at times the best, 
articles published on the infectious disease under 
consideration. There is an author index. Since the 
bibliography is complete in practically all of the 
infectious diseases, and since references are made 
up to and including the time the book was sub- 
mitted for publication (December, 1957), it is diffi- 
cult to understand what process of thought led the 
author to discontinue the bibliography on such an 
important subject as poliomyelitis. No references 
on this disease are given beyond the year 1909. It 
would seem that the medical student and the 
clinician would be especially interested in the later 
developments dealing with the methods of isolating 
and growing the virus and preparing the vaccine 
for this disease. In general, the book is excellent 
and should serve a useful purpose, but it is not 
recommended for the specialist or the scientist. 


Coccidioidomycosis. By Marshall J. Fiese, M.D., F.A.C.P., 
Director of Health Services, Fresno State College, Fresno, 
Calif. Foreword by Charles E. Smith, M.D., Dean, School of 
Public Health, University of California, Berkeley. Cloth. 
$9.50. Pp. 253, with 33 illustrations. Charles C Thomas, 
Publisher, 301-327 E. Lawrence Ave., Springfield, Ill.; Black- 
well Scientific Publications, Ltd., 24-25 Broad St., Oxford, 
England; Ryerson Press, 299 Queen St., W., Toronto 2B, 
Canada, 1958. 


This monograph covers all phases of its subject. 
It is everything that a monograph should be. The 
author has carefully outlined his subject and has 
adhered to his outline in detail. Chapters 1 and 2 
deal with the current importance of coccidioidomy- 
cosis and its historical aspects, and an excellent 
chapter on the mycology of Coccidioides immitis 
follows. Chapter 4 deals with the geographical dis- 
tribution of the organism. Chapters 5, 6, and 7 cover 
the epidemiology, immunology, and variations in 
susceptibility to coccidioidomycosis. The next chap- 
ter is on the pathology of the disease. Chapters 9 
through 14 include its clinical aspects and what is 
known about treatment. In this part of the book 
the author also discusses the disease in lower ani- 
mals. The monograph concludes with a comprehen- 
sive chronological bibliography of articles on coc- 
cidioidomycosis from 1892 through 1957. The 
illustrations are excellent and the tables are orderly 
and readable. This book should serve as a model 
for those who wish to prepare monographs on 
specific diseases. It is highly recommended for the 
teacher, student, and laboratory worker, and it 
should be in the library of every internist who is 
interested in infectious diseases. 
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QUESTIONS AND ANSWERS 


CATHETERIZATION PRIOR TO CHILDBIRTH 


To tHe Eprror:—Quite a lively controversy has 
arisen in a hospital concerning catheterization of 
patients just before delivery. One group claims 
that routine catheterization accomplishes nothing 
of value and may lead to infection of the urinary 
tract; it is felt that women who did not have 
catheterization just prior to delivery develop 
fewer cystoceles than those whose bladder was 
meticulously emptied at that time. The other 
group feels that a bladder containing any urine 
at all is much more subject to trauma during 
birth of the infant and that fewer cystoceles are 
seen when routine emptying of the bladder is 
carried out just prior to extraction of the present- 
ing part. Please give the current view on this 
subject. M.D., New York. 


Answer.—This is a controversial subject, because 
in most instances it is difficult or impossible to 
prove a definite relationship between catheteriza- 
tion and subsequent disturbances except infection. 
Surely, it has not been proved that cystocele is due 
to catheterization or omission of catheterization 
just before delivery. The problem of bladder infec- 
tion after catheterization is nearly always due to 
improper technique and should not be a deciding 
factor. In ali deliveries, as in all surgical operations, 
conditions should be as aseptic as possible. It is 
generally agreed by obstetric authorities that the 
bladder should be emptied by catheter before for- 
ceps deliveries, breech extractions, versions and 
extractions, and any extensive vaginal manipula- 
tion, because an empty bladder permits easier de- 
livery and reduces the risk of injury to the bladder. 
However, in cases of spontaneous delivery this 
consultant sees no reason for routine catheteriza- 
tion, particularly because an episiotomy is generally 
performed which takes considerable pressure off the 
bladder and urethra by the baby’s head. Of course, 
if the bladder is distended with urine at the time 
the presenting part is to be delivered, catheteriza- 
tion should be carried out just betore delivery. 


The answers here published have been prepared by competent au- 
thorities. They do not, however, represent the opinions of any medical 
or other organization unless specifically so stated in the reply. Anony- 
mous communications cannot be answered. Every letter must contain 
the writer’s name and address, but these will be omitted on request. 


PHILOSOPHY OF ALLERGIC 
DESENSITIZATION 


To tHe Eprror:—The ordinary general practitioner 
is bewildered by the mass of contradictory “in- 
formation” on allergic diseases and treatment. 
Persons with chronic allergies, such as derma- 
titis, asthma, or hay fever, who must receive 
almost continuous exposure to the offending anti- 
gen throughout their symptomatic period, go to 
the allergist for “desensitization.” For some 
reason, the exposures they are getting do not 
desensitize them. But they get better—with little 
or no severe reaction in the desensitization proc- 
ess. Can some reasonably concise and intelligible 
reconciliation of all the contradictions be made? 
Most physicians do not have the time to take a 
residency in allergy or to read a 1,000-page text- 
book and think it all through. 


Alfred B. Mason, M.D., Concord, Calif. 


Answer.—This consultant is in complete sym- 
pathy with the questioner. The literature on allergic 
diseases and their treatment is indeed voluminous, 
and the views expressed by specialists in the field 
are often contradictory. The confusion created is 
further compounded by the extravagant claims of 
some commercial pharmaceutical firms who attempt 
to persuade the practitioner that their antiallergy 
medicine is markedly superior to a similar one 
advertised by a competing manufacturer. The ques- 
tion as stated can be divided into three parts: 1. 
Why do patients improve after injections of anti- 
gens to which they are allergic, when exposure to 
the identical antigens by inhalation or contact 
aggravates rather than ameliorates the symptoms? 
In effect, what is the mechanism of specific allergic 
desensitization therapy? 2. What is the effect of 
emotional factors on allergic disease? Are allergy 
symptoms purely psychosomatic, are the so-called 
desensitizing symptoms merely placebos, and is im- 
provement attributable to psychological mecha- 
nisms? 3. Is there a concise textbook available which 
reconciles the apparent contradictions and gives a 
reasonable and intelligible explanation of the prob- 
lems involved in the management of patients with 
allergic disease?. 1. Admittedly, the complete an- 
swer to the complex problem of which exact im- 
munological mechanisms are involved in the relief 
of symptoms after injections of antigens during 
allergy management is not known. The most accept- 
able and logical explanation at the present time 
is the theory of the formation of blocking or neu- 
tralizing antibodies during the course of the in- 
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jections. That is, parenteral injections of specific 
antigens to which the patient is allergic will provoke 
the production of blocking or neutralizing anti- 
bodies which are different from the naturally 
occurring allergic antibodies (reagins ). When these 
divergent antibodies join the specific offending 
antigens, the resulting reaction is harmless as com- 
pared to the conventional antigen-antibody reaction 
which instigates allergy symptoms. Since all or 
most of the available invading antigen is used up 
in this harmless reaction, there is little or none 
available to react with the reagins and, thus, the 
symptom-producing antigen-antibody reaction is 
avoided. 2. It is particularly difficult to accept and 
understand the thesis of the existence of certain 
emotional constellations for specific allergic diseases 
as described in great detail in the literature. Not 
only allergists but psychiatrists as well differ on this 
point. Neither, however, deny the profound effects 
of emotional factors on the symptoms of allergic 
disease. The symptoms of hay fever, asthma, and 
allergic dermatitis, for example, can be precipitated, 
aggravated, prolonged, or perpetuated by psvcho- 
genic stimuli. However, this occurs in patients who 
already have allergic disease or the allergic di- 
athesis. That is to say, the ability to produce purely 
psychogenic allergic disease de novo has not been 
proved. Allergy desensitization injections, when 
definitely indicated in the properly selected and 
diagnosed case, cannot be considered placebo 
therapy, and the relief obtained is definitely not 
the product of “unconscious motivation.” It would 
be quite difficult to accept the thesis, as several 
allergists have pointed out, that hundreds of 
thousands of ragweed-sensitive patients develop a 
mass emotional disturbance severe enough to pro- 
duce hay fever svmptoms on the 15th of August 
each vear and that a large percentage of these are 
made symptom free by a series of placebo injec- 
tions. 3. Several excellent texts on allergy, which 
are not voluminous and which do not indulge in 
excess controversy, have been published in the past. 
One of the most recent which would best fit the re- 
quirements of the questioner is that by Harris and 
Shure, which was reviewed in THe JouRNAL, Jan. 
11, 1958, page 198 ( Practical Allergy, Philadelphia, 
F. A. Davis Company, 1957). 


BENIGN POLYP OF THE STOMACH 


To tHE Eprror:—A 63-year-old man in excellent 
health has an asymptomatic benign polyp of the 
stomach. What course of action should be taken— 
elective surgery or periodic x-rays—to determine 
malignant change? 

Harold B. Lehman, M.D., Charlestown, Ind. 


Answer.—It might be said that one cannot rely 
totally on an x-ray examination to determine wheth- 
er a gastric polyp is benign or malignant. Such a 
polyp associated with achlorhydria would make one 
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more suspicious of a malignant lesion, Certain 
studies have indicated that a polyp which is 1 in. 
or more in diameter is prone to be malignant and 
that about 80% of such polyps which are asympto- 
matic are benign. If the polyp is less than 1 in. in 
diameter, there is adequate gastric acid, and the 
patient is asymptomatic, some clinicians and sur- 
geons may elect to watch the patient and perform 
frequent examinations. However, if the patient is 
in good health and one is to be entirely certain 
as to the nature of the lesion, the best course would 
seem to be exploration of the polyp. 


POSITIONAL VERTIGO 

To tHe Eprror:—A_ patient has a chronic back 
problem primarily on the basis of strain. He 
states that after he puts in his dentures he is 
troubled with sore throat, excess salivation, and 
a feeling of fulness in the throat and ears. This is 
followed by a period of feeling off balance, and 
sometimes he can partially remedy this by either 
taking off his glasses or tilting them at unusual 
angles by use of such things as match sticks and 
rubber bands. Consultants have not been able to 
help. From the objective standpoint, he does have 
definite rhagades despite vitamin therapy. How- 
ever, there are no related findings in the pharynx 
or the mouth. While it is true that this may be a 
psychosomatic disease, could there be some basic 
etiology? Bert P. Austin, M.D., Utica, N. Y. 


Answer.—This is such a weird combination of 
symptoms (and tricks for their relief) that the prob- 
lem can hardly be other than of psychological ori- 
gin. This becomes even more likely if the disorder 
has been present for a long time or if there has 
been a welter of symptoms in the past. The sensa- 
tions described in the area of the throat and ears 
are not unlike the so-called globus hystericus. The 
feeling of being off-balance which follows could 
represent the giddiness that results from over- 
breathing induced by fear or anxiety or, perhaps, 
the spread of afferent impulses into certain brain 
stem areas. The syndrome is likely to be more fear- 
ful to the patient by reason of its having baffled so 
many physicians. It would appear that manipula- 
tion of end organs has produced no useful result 
and that the time has come to consult a psychiatrist 
who has a grasp on the dynamics of behavior. One 
cannot doubt that there is “some basic etiology” to 
this man’s problem; etiologies would be more cor- 
rect. It seems to require a specialized sort of train- 
ing to elicit etiological factors of this kind, and few 
besides psychiatrists—and manifestly not all of them 
—have garnered this training. 


Answer.—The answer to this question may well 
be based on more than observed facts. And the 
basic facts in the case may also have several facets. 
This man’s chronic backache may have overtones 
in the unpleasant symptoms affecting his ear, nose, 
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and throat. A feeling of fulness in the throat is 
closely akin to a lump in the throat, which is often 
purely hysterical. The excess salivation may be an 
attempt of the body to reject the unpleasantness of 
artificial dentures. This consultant has had two such 
patients in the past five years, treated mostly with 
placebos since all allergy tests, x-rays, and local 
medication and treatment were of little value. The 
new plastic type of dentures were changed to the 
old-fashioned rubber tvpe of compound, with some 
improvement. There are cases of mild positional 
vertigo which may be caused or improved by slight 
changes—often sudden, minute movements of the 
head. Thus, changing or altering slightly the posi- 
tion of the glasses, by whatever means, may have 
an effect on this patient’s general well-being. In 
addition, recent work done in New York indicates 
the possibility of an acid-base change in such per- 
sons, Which often causes bizarre symptoms in the 
nose and throat, with an overlay of vertigo. Sodium 
thiosulfate in a 10% concentration, 20 drops in 
water given three or four times a day, may be of 
value in such cases, and, if not, after a week or so 
one should change this to treatment with normal 
butyl alcohol, 7.5% in water, 15-20 drops given 
three or four times a day. Of course, in spite of all 
this, there may be a mild or severe psychosomatic 
overlay, in which case a psychiatrist would cer- 
tainly be of value. 


ANNUAL CHEST X-RAYS 

To THE Eprror:—In a soybean processing and feed 
manufacturing plant, employees have for the past 
six years received annual chest x-rays by a mobile 
unit. Is the annual chest x-ray procedure desir- 
able or necessary on a mass basis? Is there any 
likelihood of overexposure to x-rays through 
this type of procedure, especially if carried out 
annually over a number of years? How often 
should such routine tuberculosis screening tests 
be done for this type of employee? The manufac- 
turing processes in this plant are dusty, although 
ventilation is usually good, and it has been stated 
that soybean dust is peculiarly nonirritating to 
lung tissue. 


James M. Burk, M.D., Decatur, Ind. 


ANSWER.—Annual x-ray inspection of the chest is 
a good procedure, as it may bring to light evidence 
of disease in the presymptom stage as well as le- 
sions already causing symptoms. Obviously, a lesion 
must be macroscopic and of sufficient density to 
obstruct x-rays before it casts a visible shadow on 
film. Moreover, it must be located in that part of the 
lung which is not obstructed from view by shadows 
of other organs, such as the heart and the dia- 
phragm. Lesions which meet these requirements 
are usually detectable by shadows they cast before 
significant abnormal physical signs are in evidence 
or symptoms appear. Although much has been said 
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and written about dangers of radiation through 
x-ray exposure, there is no well-documented evi- 
dence that the annual examination, such as these 
employees receive, is harmful. It is assumed, of 
course, that the mobile unit emploved in this plant 
is equipped with the up-to-date protective devices. 
However, this subject is being carefully studied. 
In the meantime, it may be well to limit photo- 
Huorograms to persons in whom x-ray inspection is 
especially indicated. If the screening test is done 
primarily for tuberculosis, the procedure now being 
recommended and extensively practiced consists of 
testing all employees regardless of age with tuber- 
culin and making periodic x-ray film inspection of the 
chest only of the reactors. This probably would elimi- 
nate more than 50% of the emplovees from the an- 
nual film inspection. There is less radiation exposure 
from making regular x-ray films than from photo- 
fluorograms. If the employees are in the age period 
when malignancy is an important consideration, 
periodic films of the chest are worthwhile even 
among the nonreactors to tuberculin. However, no 
evidence is yet available to show that periodic 
x-ray films of the chest reveal operable malignan- 
cies much more frequently than former methods, 
although they may be discovered earlier in their 
course of evolution. Inasmuch as soybean dust has 
been reported as peculiarly nonirritating to lung 
tissue, there apparently is no significant dust prob- 
lem to require periodic x-ray film inspection of the 
chest. 


MINIMUM REQUIREMENTS FOR BLOOD 
TYPING AND MATCHING 


To tHe Eprror:—What are the present minimum 
requirements for satisfactory blood typing and 
blood matching for blood transfusions in a small 
office laboratory? Is a Coombs’ test mandatory in 
each case? 

Samuel Newman, M.D., Danville, Va. 


ANsSWER.—The precautions to be taken when 
selecting a donor for blood transfusion should be 
adequate to guard against the occurrence of a hemo- 
lytic reaction caused by blood group incompatibil- 
ity, and this applies to small office laboratories as 
well as large hospital laboratories. Therefore, tests 
for the A-B-O blood groups and the Rhy factor 
should be carried out on every prospective recipi- 
ent. The donor or bank blood selected should be 
of the same A-B-O group as the recipient, and for 
Rhy-negative recipients only type rh (triple Rh- 
negative) blood should be used. In general, an 
Rho-positive recipient may be given blood which 
is Rh positive or Rh negative, provided the blood 
bank screens the serum of all Rh-negative donors 
to be certain that no Rhy antibodies are present. To 
guard against incompatibilities for blood factors 
other than A, B, and Rho, cross matching tests must 
be done. Such cross matching tests are of greatest 
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importance in individuals who have had previous 
pregnancies, blood transfusions, or blood injections 
of any kind which might have sensitized them to 
blood factors lacking from their own cells. A num- 
ber of different methods of carrying out cross match- 
ing tests are in use. Antibodies of any given speci- 
ficity may occur in more than one molecular form, 
of which the two most important are saline aggluti- 
nating (or complete) antibodies and conglutinating 
(blocking or incomplete) antibodies. No single test 
will detect both these varieties of antibodies. There- 
fore, at least one cross matching test should be done 
to detect the saline agglutinating antibody and at 
least one to detect the conglutinating or blocking 
antibody. This entails cross matching tests in a 
plasma or albumin medium as well as in a saline 
solution medium. Cross matching tests by the anti- 
globulin technique should also be carried out where 
time permits, especially for recipients who may 
have been sensitized by pregnancy or transfusion, 
and such tests are indispensable for patients who 
have a history of previous transfusion reactions. For 
fuller details concerning the technique of these 
tests these references may be consulted: Gradwohl, 
“Clinical Laboratory Methods and Diagnosis” (ed. 
5, St. Louis, C. V. Mosby Co., 1956, chap. 5, pp. 
994-1189), and “Technical Methods and Procedures” 
of the American Association of Blood Banks ( Min- 
neapolis, Burgess Publishing Co., 1956). 


SCLEROSING INJECTIONS FOR WEAK 
ABDOMINAL WALL 


To tHE Eprror:—A 63-year-old man was operated 
on for inguinal hernia two years ago. At present, 
he feels fairly comfortable except that he notices 
a bulging in the region of the lower part of the 
scar. The surgeon who performed the operation 
believes this is due to a weakness of the abdom- 
inal wall in that region and not to any leak. The 
protrusion is visible only when the patient is 
standing and consists of a flat elevation about 1 
cm. high and between 1 and 113 in. in diameter in 
the lower half of the scar just above the ligamen- 
tum inguinale (pouparti). The situation is well 
under control with an ordinary abdominal sup- 
port. Would sclerosing injections in such a case 
help to strengthen the abdominal wall? If so, is 
there any danger of the ductus deferens being 
affected? What else could be done? 


M.D., New York. 


ANswerR.—The description suggests that this pa- 
tient has a direct inguinal hernia, either a recur- 
rence after repair of a direct hernia or coincidental 
direct hernia in a patient operated on for oblique 
hernia. Sclerosing injections have no appreciable 


value in “weakness of the abdominal wall” and are 


not recommended. If such injections were made in 
the vicinity of the spermatic cord, injury to the 
cord structures might well occur. This would more 
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likely be in the form of occlusion of the blood ves- 
sels with resultant swelling and possible subsequent 
atrophy of the testis rather than injury to the vas 
deferens itself. The treatment of choice is surgical 
repair with adequate plastic reinforcement of the 
posterior wall of the inguinal canal. The only other 
alternative is the continued use of the abdominal 
support. 


CARBON MONOXIDE AND 
NERVE DEAFNESS 


To THE Eprror:—Under what conditions does car- 
bon monoxide poisoning result in nerve deafness? 


M.D., Ohio. 


ANswer.—Practically all toxicologists believe 
there is no such condition as the expression “chronic 
carbon monoxide poisoning” would imply. Carbon 
monoxide does not accumulate in the body progres- 
sively over a long period of time as does, for in- 
stance, lead or methyl bromide or silica dust. This 
fact reduces the question to a consideration of acute 
carbon monoxide intoxication. This consultant is 
unable to find, in the American literature, any evi- 
dence that carbon monoxide poisoning has _pro- 
duced nerve deafness. Shillito and co-workers 
(J. A. M. A. 106:669-674 [Feb. 29] 1936) examined 
the records on a large series of cases in the New 
York City area. The incidence of sequelae was min- 
imal and primarily consisted of psychoses. Hender- 
son and Haggard (Noxious Gases and the Princi- 
ples of Respiration Influencing Their Action, ed. 2, 
New York, Reinhold Publishing Corporation, 1943, 
p. 172) state that most ¢laims of impaired health 
after exposure to carbon monoxide are unjustified. 
“They should not be accepted as valid unless all of 
these conditions can be established: (1) at least 
a 50% saturation of the blood or a concentration 
in the air sufficient to induce at least 50% satura- 
tion; (2) an exposure of at least three hours; and 
(3) continuous complete unconsciousness lasting 
for at least six hours after return to fresh air. Short 
of conditions of such severity, recovery is practi- 
cally always complete.” In view of these and other 
observations, it is logical to assume that there exists 
no relationship between nerve deafness and carbon 
monoxide exposure. 


PROTHROMBIN TIME ESTIMATION 


To tHE Eprtror:—Please give an outline for pro- 
thrombin time estimation. M.D., Missouri. 


ANSWER.—The method employed successfully in 
the laboratory of this consultant is that of Quick 
(J. A. M. A. 110:1658-1662 [May 14] 1938) with 
minor modifications. Blood is obtained by veni- 
puncture and immediately mixed with 0.1 M_ so- 
dium oxalate in a 9:1 ratio. For the control of 
anticoagulant therapy, 1.8 ml. of blood mixed with 
0.2 ml. of 0.1 M sodium oxalate is ample. The blood 
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is centrifuged to separate the plasma. The determi- 
nation is carried out as follows: 0.1 ml. of plasma 
is mixed with 0.1 ml. of thromboplastin suspension 
and 0.1 ml. of 0.01 M calcium chloride quickly 
blown into the mixture. The time required from the 
addition of the calcium chloride to the formation of 
a clot is measured with a stop watch, With throm- 
boplastin prepared from rabbit brain, a prothrom- 
bin time of 12 seconds should be obtained on nor- 
mal human plasma. A similar value is obtained with 
use of human brain as the source of thromboplastin. 
Commercial preparations not made from rabbit 
brain vary in potency and usually give a prothrom- 
bin time longer than 12 seconds. The determination 
should be carried out in a water bath kept at 37 C. 
The blood or plasma is kept in an ice bath while 
the thromboplastin and calcium chloride are placed 
in the water bath. The results may be recorded in 
seconds or in percentage of normal. For the latter 
result, the curve obtained by plotting prothrombin 
time against prothrombin activity is emploved. 


NONSUPPURATIVE SCLEROTIC OSTEITIS 
To tHe Eprror:—Please discuss the etiology of 
osteitis condensans ilii. It has been difficult to 
locate information regarding this interesting con- 
dition. What is found when the involved bone is 
sectioned? 
Richard L. Siggers, M.D., Eureka, Calif. 


Answer.—According to Standard Nomenclature 
of Diseases and Operations, osteitis condensans ilii 
is considered as a nonsuppurative sclerotic osteitis. 
It is coded by completion of the master code 2..-1x6. 
The condition is marked by an area of dense sclero- 
sis on the iliac side of the sacroiliac joint; the com- 
plete code is 2468-1x6. 


TESTOSTERONE AND SERUM 
CHOLESTEROL 
To THE Eprror:—What is the effect of testosterone 
regarding atherogenesis? 
Robert A. Heebner, M.D., Compton, Calif. 


ANSWER.—Testosterone, in the recommended dos- 
ages, can be used when indicated without deleteri- 
ous effects in the majority of patients. When used 
therapeutically, its effect on serum cholesterol is, 
for practical purposes, negligible. 


TREATMENT OF POISONOUS SNAKE BITES 


To THE Eprror:—Two questions on the treatment of 
poisonous snake bites, which appeared in THe 
JourNAL, Aug. 30, 1958, pages 2256-2257, warrant 
further comment. The direction circular here- 
tofore supplied with each package of antivenin 
(Crotalidae) polyvalent recommended the method 
that had for many years been approved for man- 
agement of snake envenomation. In fact, use of 
mechanical measures—constriction of the enveno- 
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mated limb with a tourniquet, incisions at the site 
of the fang punctures and areas of swelling, and 
application of suction—was for centuries the only 
method available. Such treatment was based on 
the theory that venom was disseminated in the 
body of the victim principally by gradual absorp- 
tion through the lymphatics. It was contended 
that much of the venom was probably retained 
for several hours in the edematous area surround- 
ing the bite; therefore, it was theorized, a consid- 
erable amount could be removed by suction ap- 
plied to incisions of the envenomated tissue. In 
1936, Duran-Reynals first demonstrated the 
spreading of rattlesnake and cobra venoms in the 
bodies of experimental animals by chemical ac- 
tion; he showed, in 1939, that snake venoms are 
rich sources of hyaluronidase. Since then, it has 
come to be realized that permeation of the body 
of the victim by animal poisons takes place 
largely by enzymatic activity. Little information 
is available as yet on the ability of snake venom 
hyaluronidases to break down mucopolysaccha- 
rides other than hyaluronic acid. A number of 
investigators have studied, and reviewed the 
literature on, the spreading factors and other 
enzymes in poisons of animal origin (Venoms, 
publication 44, Washington, D. C., American 
Association for the Advancement of Science, 
1956). The animal experiments of Leopold and 
associates (Mil. Med. 120:414, 1957) in the re- 
search laboratories of the U. S. Marine Corps, at 
Camp Lejeune, N. C., furnished some interesting 
information on the inefficiency of mechanical 
measures for treatment of snake envenomation. 
Immobilization appeared to retard spread of 
venom in the tissues of the subject. Use of tourni- 
quets did not increase survival of the immobilized 
envenomated animals. More local damage de- 
veloped in the envenomated limbs to which 
tourniquets were applied than occurred in en- 
venomated limbs of the merely immobilized con- 
trols. (Allen [South. M. J. 31:1248, 1938; Am. J. 
Trop. Med. 19:393, 1939] had made the same 
observations 20 years earlier and abandoned 
clinical use of the occlusive tourniquet.) The 
U. S. Marine Corps researchers also found that 
incision and suction not only failed to aid but 
actually decreased the survival period. They 
stated, “The pumping and manipulation appar- 
ently produced faster venom spread and the 
animals died more rapidly.” Some of the clinical 
arguments against use of mechanical measures 
for treatment of snake envenomation have been 
reviewed by Keegan (406th Medical General Lab- 
oratory Manual, June 1, 1958). 

The producers of antivenin (Crotalidae) poly- 
valent (North and South American antisnakebite 
serum) have been aware for some time of the 
experience and opinions of numerous clinical 
authorities in snake-infested areas. These observ- 


Vol. 169, No. 1 


ers have expressed the belief that incision and 
suction have no real therapeutic value for snake 
envenomation. Use of mechanical measures is 
merely a survival from an earlier period when 
there was no other treatment to resort to. D. G. 
Miller Jr., of Morgantown, Ky., who teaches in 
two southern medical colleges, practices in a 
southern rural community, and has had _ con- 
siderable experience in treating snakebitten pa- 
tients, has stated in a personal communication: 
“I have long taught that there is no value in 
incision and suction and that if any significant 
amount of venom is to be removed locally, early, 
rather wide excision is required. This would be 
impossible on foot, ankle, anterior surface of the 
lower leg, and on the hands and _ forearms.” 
(These are the most frequent sites of snake bites!) 
“Wide excision of any suitable body area would, 
of course, entail subsequent plastic surgery.” 
Others concur with this opinion. The instructions 
for treatment of snake envenomation included in 
the antivenin package as now supplied have been 
revised to conform to present clinical thinking 
and have been officially approved. Neutralization 
of the venom with antivenin in adequate dosage 
is the only measure recommended. The direction 
circular contains a condensed account of the 
evidence on the basis of which chilling, by 
chemical or other means, is officially interdicted 
as a form of treatment. Cold merely serves to ar- 
rest conduction in the sensory nerves; it does not 
alter the toxicity of the venom. 

The source of the toxicity of venom is not 
definitely known, nor has the mechanism by 
which any venom produces its toxic and lethal 
effects been fully determined. Since the work of 
Slotta and Fraenkel-Conrat in 1938, which sug- 
gested that the toxicity of crotoxin, a crystalline 
protein obtained from the venom of Crotalus 
terrificus terrificus (tropical rattler), could be the 
consequence of its enzymic activity, numerous 
authors have assumed that the action of one 
enzyme or interaction of several could explain 
the toxic effects of venoms. However, more re- 
cent experimental evidence, as recorded in the 
book “Venoms,” cited above, suggests a different 
concept: certain snake venoms contain, besides 
the relatively nontoxic enzymes, protein mole- 
cules possessing specific toxic action. Although 
certain enzymes present in venom damage the 
victim, they are not, in Slotta’s opinion, the real 
toxins. Goncalves states that it is difficult to 
answer the question as to whether the diversified 
symptoms of snake envenomation may be as- 
cribed to one toxin, which may exert various 
pharmacodynamic actions, or to other molecules; 
all may be involved. He has described another 
toxic protein, crotamine, which appears to occur 
in the venom of C. t. terrificus from southern 
Brazil only. Slotta contends that crotoxin, a highly 
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c¢mplex substance probably composed of several 
subunits, possesses, in addition to certain enzyme 
components, one or more separate toxic princi- 
ples. The Indian workers have isolated from the 
venom of Naja tripudians (cobra) at least two 
neurotoxins that show little or no hemolytic 
activity and several enzymes of which one is 
strongly hemolytic but practically nontoxic. There 
is no evidence that clinical use of chilling, al- 
though it may somewhat retard certain enzymic 
functions, will significantly interfere with tissue 
destruction or reduce the activity of other toxic 
principles present. Therefore, chilling may be 
permitted temporarily in an effort to alleviate 
pain until serum can be administered, but after 
injection of antivenin application of cold is un- 
warranted and should be discontinued. 

Eleanor Buckley, B.S. 

Wyeth Laboratories 

Philadelphia 1. 


(Polyvalent antivenin packaged prior to the 
present time may contain the older instructions. 
Information regarding the use of antivenin in both 
sets of instructions remains essentially the same, 
but all reference to the use of incision and suction 
has been deleted from the new instructions.—Eb. ) 


SAFE PARTICIPATION IN SPORTS 

To tHE Eprror:—Under the heading “Safe Partici- 
pation in Sports,” in the Questions and Answers 
section of THE JouRNAL, May 10, 1958, page 272, 
a question pertains to “the incidence of cerebro- 
vascular accidents and other pathological condi- 
tions caused by atherosclerosis,” with increased 
occurrence related to aging and “excessive physi- 
cal or nervous tension.” It is asked, “At about 
what age must physical overactivity, especially 
certain sports such as gymnastics, be considered 
as potentially dangerous and therefore restricted?” 
The consultant replies that no categorical answer 
can be given. 

The issue can be dealt with much more spe- 
cifically. Evidence is available to the effect that 
age per se is virtually without relevance for the 
clinical evaluation of the effects of physical ex- 
ercise, including “certain sports such as gym- 
nastics.” The justification for this statement is 
provided in several recent studies, among them 
the age analysis of participants at the 1952 Olym- 
pic games (Jokl and others, Sports in the Cultural 
Pattern of the World, Helsinki, Finland, 1956). 
This study showed that median ages for partici- 
pants in the various competitions ranged from 21 
(400-meter free-style swimming) to 42 (dressage). 
The total age range was 13 (400-meter and 1,500- 
meter free-style swimming) to 66 (clay pigeons). 
Ages of first, second, and third place winners 
ranged from 17 (clay pigeons; silhouette, 60 shots; 
62-kg. free-style wrestling; and 1,500-meter free- 
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style swimming) to 58 (dressage). Significant data 
were also obtained during the 1953 Annual Na- 
tional Gymnastic Festival at Marburg, Germany. 
Men aged 40-84 and women aged 32-55  per- 
formed prescribed exercises on the parallel bars 
and the horizontal bar, respectively, of a standard 
of severity far above that of which untrained 
university students aged 18-22 were found ca- 
pable in a control investigation (Jokl, Alter und 
Leistung, Berlin, Springer-Verlag, 1954). 

Evidence has also shown that the regression 
of physical efficiency levels of untrained subjects, 
as is found with advancing age in respect to ath- 
letic performance, can be readily nullified by 
systematic training. Thus, champion gymnastic, 
tennis, mountainecring, equestrian, and long-dis- 
tance running feats have been performed by per- 
sons in their 50's and 60's. Conversely, a critical 
decline of physical efficiency, due to lack of train- 
ing, was reported by Col. L. G. Rowntree, Chief 
of the U. S. Selective Service System during 
World War II, for the majority of inductees un- 
der 30 years of age. 

The question of the impact on pathological 
states of the physiological adaptations which take 
place in response to exercise and training is of 
axiomatic significance and therefore does not ap- 
ply specifically to the older age groups. That the 
incidence of atherosclerosis is higher in old than 
in young people is, of course, true, but the issue 
as such is the same as that concerning young 
people with atherosclerotic disease who subject 
themselves to exercise and training. In both, ex- 
ercise and training can bring about compensation 
or can even reverse the functional sequelae of the 
illness if it is so treated carly, as recent studies 
from my laboratory have demonstrated (Am. 
Heart J. 54:556, 1957). Fatal collapse associated 
with physical exertion has been observed in chil- 
dren, as is illustrated in the case of a 10-year-old 
hoy who died after exercising (Lancet 2:659, 
1944). Photomicrographs from the coronary artery 
showed an occluded left descending branch with 
an organized thrombus containing small vessels, 
indicating long-term adaptation, and, in a differ- 
ent portion of the thrombus, extravasated erythro- 
cytes, calcium deposit, and thickened media. 
However, “excessive physical or nervous tension” 
due to “physical overactivity,” to which the in- 
quirer refers, never plays a primary role in such 
dramatic occurrences. The exercise situation, as 
such, cannot be considered the cause of death in 
these cases, just as the bed does not exert a spe- 
cifically deleterious influence on patients who die 
from cardiovascular causes during sleep. 

Data are also available to show that regular 
exercise has a distinctly favorable prophylactic 
effect on the degenerative diseases of the heart 
and arteries and, in time to come, that it will 
also play an increasingly important role in ther- 
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apy. However, two facts have to be realized in 
this connection: 1. In the United States very few 
middle-aged and elderly persons keep themselves 
fit. 2. Although it is possible in many cases of the 
kind under review to reestablish a higher level of 
fitness, even after prolonged periods of inactivity, 
such an effort presupposes medical supervision on 
the basis of special knowledge of clinical medi- 
cine, as well as of physical education such as very 
few physicians currently possess. Of course, many 
say and write that they do. 

In conclusion, I must concur with the con- 
sultant in adopting a conservative attitude—not 
necessarily because of inherent desiderata arising 
out of the situation but mainly because the 
medical profession has not yet received, through 
medical schools and research institutions, the re- 
quired information and indoctrination. 

Ernst Jokl, M.D. 

Kentucky Rehabilitation Center, Inc. 
University of Kentucky 

Lexington, Ky. 


PROPHYLAXIS FOR POISON IVY 
To tHE Eprror:—In the Questions and Answers 


section of THe JouRNAL, Oct. 18, 1958, page 979, 
the consultant mentions the use of poison ivy 
leaves in prophylaxis. Many patients have chewed 
these leaves and have had no ill effects. But one, 
when seen a few hours later, was almost choking 
to death and required several days for recovery. 
Her mouth, pharynx, and epiglottis were so 
swollen and edematous that for a while it was 
thought that a tracheotomy would be necessary. 
Such a measure is to be noted and advised only 
under the most careful circumstances. Some per- 
sons might consider a brief mention of it by the 
consultant (who obviously had not tried it him- 
self) to be a recommendation. I consider such 
recommendation to be dangerous, and I write this 
to let other doctors know that such is the case. 


Darius G. Ornston, M.D. 
36 Carpenter Lane 
Philadelphia 19. 


The above comment was referred to the con- 


sultant who answered the original question, and 
his reply follows.—Ep. 


To THE Eprror:—There was no intention on the part 


of this consultant to recommend chewing poison 
ivy leaves as a means of producing prophylaxis in 
poison ivy dermatitis; it was meant merely to indi- 
cate, as a matter of history, that this procedure 
“was reported among the American Indians more 
than 150 years ago.” Although even today farmers 
are said to chew a leaf occasionally as a prophy- 
lactic desensitization measure, it certainly is haz- 
ardous, as indicated in the comment, and not to be 
recommended. 


